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NEUROLOGY: PAST, 


resembling “those which result from the disintegration 


What is neurology The subtitle of the journal Brain 
of the medullary matter (myeline) in cases of nerve- 


is “A Journal of Neurology,” and the scope of that 


journal may therefore be taken as a useful index of the 
scope of neurology Any volume of Brain contains 
articles on the physiology, anatomy, and biochemistry of 
the nervous system, on neuropathology, on the psycho 
logical and psychiatric aspects of nervous disorders, and 
on clinical neurology, including neurosurgery. In the 
most comprehensive sense, then, neurology comprises all 
aspects of the normal and abnormal functioning of the 
system. In one important respect neurology 
from all other branches of and of 
it is concerned with that part of the human 
human, and it is 


nervous 
differs physiology 
medicine 
organism which is most distinctively 
therefore unique among all branches of medicine in the 
extent of its contributions to scientific knowledge beyond 
the scope of animal physiology, through its study of the 
ill the psychological and physiological 


basis of 


neural 
functions of man 
The Century of Nosography 

Before the nineteenth century, though many isolated 
neurological had been from the 
earliest times, neurology as a science can hardly be said 
to have existed The century pre- 
eminently a century of nosography—of the recognition 
of syndromes and diseases. It would take far too long 
which the nineteenth-century 


observations made 


nineteenth was 


to enumerate all those 
clinicians and 
instead I will trace the development of thought about 


two which still present us with unsolved problems 


pathologists delineated in neurology 


Disseminated Sclerosis 


was first recognized as a 


(1835) and by 


sclerosis 
by Cruveilhietr 
noted also the association 


Disseminated 
pathological entity 
Carswell (1838). Cruveilhier 
of the pathological lesions with paraplegia in one case 
Limited clinical and pathological studies were made by 
German authors, but it was Charcot and his school who 
first presented a coherent clinical picture. Indeed, to 
read Charcot’s (1877) lectures on disseminated sclerosis 
is to realize how comparatively little has been added to 
our clinical knowledge of the disease since his day 
Though Charcot maintained that “the multiplication of 
nuclei and the concomitant hyperplasia of the reticulated 
fibres of the neuroglia constitute the initial, fundamental 


fact, and necessary antecedent.” and that “ the degenera- 


tive atrophy of the nerve elements is consecutive and 


had not 
bodies 


exactly 


breakdown of the myelin 
drew attention to 


‘granular bodies ” 


secondary.” the 
notice, for he 
fatty 


escaped his 
containing 


*The Frederick Price Lecture delivered at the Royal College of 
Physicians of Edinburgh on November 13, 1957 


droplets 


section.” 

And then a century was to pass before our knowledge 
of the disease made a new and at present very tentative 
advance. Post-vaccinal encephalomyelitis was certainly 
not a new disease when an outbreak in the early 1920s 
altracted attention (Bastiaanse, 1925), and pathological 
studies of this and allied disorders following measles, 
and other exanthems, revealed acute inflammatory 
lesions of the nervous system both resembling and differ- 
ing from disseminated sclerosis (Turnbull and McIntosh, 
1926). This led experimental pathologists to study the 
production of acute demyelinating lesions in animals by 
the injection of brain tissue, a condition already recog- 
nized in man as a result of antirabic inoculation. Mean- 
while other observations had suggested that some forms 
of demyelination, or failure of myelination, might be 
related to defects in the oligodendroglia, which stimulated 
research into the role of the glia in relation to the pro- 
duction of myelin. The present position of this research 
is well summarized in Lumsden’s (1957) two chapters 
in “Modern Trends in Neurology” (second 
entitled “Some Aspects of the Chemistry of the Myelin 
and Sheath Cell Complex” and “Cell Structure and 
Cell Physiology in Relation to Myelin Here we learn 
how biochemistry, tissue culture. the electron micro- 
scope, and electrophysiology are contributing to the 
fundamental knowledge of the nerve cell which we must 
possess if we are to understand the aetiology of dis- 


Series) 


seminated sclerosis. 
Parkinsonism 

Now turn to another common nervous disease which 
exhibits a growth of knowledge parallel in time with 
that of disseminated sclerosis, but in some interesting 
respects different. In 1817 James Parkinson published 
his classical Essav on the Shaking Palsy. For a long 
time, however, this disease confused with dis- 
seminated sclerosis, the differentiation being made in the 
mid-century by Charcot, amongst others, in the lectures 
from which I have already quoted. It was not until 
this century, however, that any light was thrown upon its 
pathology, chiefly owing to the discovery by Kinniet 
Wilson (1912) of the association between degeneration 
of the corpus striatum and symptoms resembling Parkin- 
sonism. Lewy (1914) drew attention to the presence of 
cell degeneration in the putamen and globus pallidus 
and, later, in the substantia nigra. Almost exactly a 
century after Parkinson’s publication epidemic encepha- 
litis produced a new variety of Parkinsonism, and the 
relationship between the syndrome and lesions of the 
By this time it was 

5067 


was 


substantia nigra was confirmed 





336)—SCFes. 15, 1958 NEUROLOGY PAST, PRESENT, AND FUIUREI British 


MEDICAL JOURN 





























ecognized that Parkinsonism was merely a syndrome. of the brain gave Holmes, who had already contributed to 
Suiting fron i number of causes cerebral atheroma. our kr the cerebellar degenerations, the Oppo 
eurosyphilis, manganese and carbon monoxide poison ty erly studies os the disorde ed physic logy 
7 amongst there n addition to those already of the in man (Holmes. 19I , 1922) and the 
eal cal representation of vision, and the higher visual func 
; a tions (Holme 1918a, LYIS8b Holmes and Lister 1916) 
¢ issociation xvTWween [Nc r disease ind the 
Cnc i agegeneration n Wilson's disease remained a Neurosurgery 
) le until quite recently, it was discovered that the Meanwh neurosurgery was growing up In its moder 
tundamental disorder was an abnormality of copper! orm it begins with the pioneer work of Horsley, who laid 
etadous which Ss now wing extensively Studied ne foundations Of neurosurgel not only iS a technigq ie 
But why do the cells of the substantia nigra undergo cheesey tad seie-+-eDialbin arte mayaio-ogy, a Which he was 
des - aameainen washans ar ae a oOllowed by Cushing and Foerste amongst man S 
—_— ; ee rare cy Cale pare Neurosurgel yrought in its train advances in neuro ‘ 
tans Marsha ill In paralysis agitans we ogy—especially ventriculography and pneumo-encephak 
recognize one of the presenile degenerations, a group raphy, which we owe to Dandy, and cerebral angiography 
vhich includes some of the most insidious and relent the invention of Moniz—-which may be said to have intro 
ess nervous disorders, the presenile dementias, the pro duced a new dimension into neurolog In the treatmer 
oressi cerebellar degenerations ind motor neurone of the gliomas neurosurgery has proved disappointing, and 
disease. Unless icky chance discloses unsuspected Wé ist look to a understanding of both tumour 
e solic disturbances in patients suffering from these formation and the biochemistry of neuroglia tor an effective 
diseases, it 1s likely that we shall have to wait for more answer to this disiressing disease 
detailed knowledge of the metabolism of the nerve-cell The contribution of neurosurgery to neurological know 
efore we can sderstand the edge arises chiefly out of the increased accuracy of location 
f cerebral lesions which it, with its ancillary investigations 
W © dul gS ine ineteenth century clinicians ind nas ide possible, and hence the differentiation of disorders 
pat gists ned ter by the bacteriologists, were S nerged in a general picture of increased intra 
st snin clinica syndromes and correlating them cranial pressure Though Cushing and Bailey (1928) and 
vith their pathology id aetiology, during the second thers had drawn attention to the vascular malformations 
nail i the century rere was ) creas WiVSIS Of tne ¢ ( iph vas introduced t i8 only 
pto < nse ¢ i the de el ypmen yf yroad c he tk VC ¢C C ib » estimate tl Irequenc 
C cepts [ he ctions ) e ne US Svste -_ ind e the ed sympt 
Examples of this © Giscove rt e excitability o O . VIeG incurysms has fe 
Fritsch and Hitzig (1870) and by Fe rey denarii sence Se ee 
+ * j C s A t so ig ec 
Jach mn epllep d his ideas B i ( e work I sides (191 
the : elo ) ent I 18 cal aspects and ve 
( C i Ss, the Lite S ss 94-5 " patl c t 
eco Mts Of loca ind represent “ in t ; iracl d haem« i 
€ which emerged fro i this i t wa t | i 
work ] € e end of € en Ha : ‘ ee ae . 
B KIS 1 SY¢ cc obse Ons th quest f t. the i ions 
fle . vn c 1 t HSC ss And I S 
i it W we th ecog l ul S pton 
il ithe ( he al ¢ tid arte 
Contribution of the Twentieth Century 
h Electroencephalography 
j j C " I ¢ i ipt Ww d C pi uv \ 
‘ f C ] 4 K Va c C ( C q B ning with the d ¢ 
S i inteerat { ) fr Berge 1929) and Adrian and Matthews’s (1934) p cel 
Ner ‘ P Me SI net stud th eflex ipplicat s of the method to neurophysiolog t was soon 
era \ lex nhibit i i excita takel if nti nical sphere by Gibbs Gibbs and Lennox 
t s i a te \ C n nad Inve ed § e ye 1937), Gre Walter 1938) ind others A "uarter I a 
‘ brate 1 lity, and the phys t s experience shows that in many patients sus 
y sit ind d ince of the brair pened f ected of an organic cerebral lesion or dysrhythmic dis 
g 1 new w 1 the ext itior whict is W turbance it w idd little to what can be learned by careful 
t " xhausted t taking and clinical examination. Its chief diagnostic 
Between the be ' ng f the centur ind the f t we { V ic € n 1) locating a lesion not otherwise localiza! 
wa Head and Sir Gordor H nes we! 1dvanc r ur he confirmation of a localization otherwise in doubt 
i vledge the neu! 9 f sensation. Head's work on examples of this are the recognition and localization of a 
heral nerves (Riv ind Head. 1908). though much netastatic abscess or neoplasm in the brain, the presence 
' t < { test of time. s ated subsequent which might « be unsuspected ; (2) the demon 
oa und I a sure |} . i felt icl tratior i dys which confirms the suspicion 
erest ¢ , leas of the lation tween qualit epileps nade on clinical grounds; (3) the locating of a 
_ 1 patterr f : ses in tl periphera ep:leptogenic focus ind (4) the demonstration of diffuse 
S W we to this pe la the work f Head and degenerative or inflammatory processes, and even in some 
Th v4, ¢ ft ' 1 and Head cases the detection of a type of dysrhythmia characteristic 
and H s (1911 th thalamic svndr nd sensor { the disease It ollows that, like all diagnostic aids 
" ces at the cortical lev i Sir Francis Walshe’s lectroencephalography is of value only when the clinician 
14 cat S ' s ideas t } preta k vs what question to put to the machine, and how t 
' eflexe na " th wer nbs * 7 iterpret the answer it gives 
Tt pir nju the first world war stimulated st Ihe uses of electroencephalography which | have enum- 
her the stu f the react ; the damaged spina rated have contributed greatly to the clarification of our 
and re fruit in the work of Head and Riddoch understanding of epilepsy during the last twenty vears. The 


Riddoct } 1 Walst 119). Gunshot wounds idea that epilepsy should be regarded primarily as a symptom 
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Hughlings Jackson and 
by Kinnier Wilson in his emphasis on “ the epilep 
however, it 
diopathic 


iided b 


old one, exp essed by 
stressed 
seemed to be in conflict 
epilepsy The 


neuroradiology has 


sies.” For a long time, 


with the concept ol effect of 
ectroencephalography 


ureal to extend our 


been 
recognition of symptomatic or focal 
epilepsy by demonstrating foci of dysrhythmia or angiomas 

cerebral atrophy which elude clinical investiga 
t has proved possible more often to correlate the 
attack 


or areas 
tion “x 
with an anatomical 


clinical features of an epileptic 


lesion; and here neurosurgery has contributed by making 
the cerebral cortex of the conscious epileptic patient avail 
able for electrical stimulation. Much. however, remains to 


the origin o 
and petit mal, and the underlying 


predisposition 


be learned about the spread of focal epilepsy, 


generalized major epileps\ 
basis of hereditary Ihe tendency to neural 
discharge must possess a biochemical basis, as the value ol 
anticonvulsant drugs shows The abnormal biochemical! 
state may often be the result of a local structural lesion, but 
is it always so? The answer to this question may depend 
upon the neurophysiologists, who are now able to stimulate 
vcalized areas deep in the brain and study the resulting dis 
turbances of cortical rhythm, which is but one application 
of electroencephalography to neurophysiology, about which 


I have more to say late 


Recent Developments in Neurophysiology 
This brings me naturally to recent developments in neuro 
Encephalitis lethargica, epidemic in the years 
1916, 
tures of the cerebral hemispheres, the corpus striatum, the 


part of the 


physiology 


following showed a predilection tor the basal struc 


hypothalamus, and the upper brain system 


Some patients, particularly children and adolescents, ex 
hibited striking physiological and psychological aberrations 
which attracted much attention, including obesity and geni 
tal atrophy, polydipsia and polyuria, and impulsive, aggres 
sive, and irresponsible behaviour During the tollowing 
lecade physiologists were producing similar abnormalities 
animals by means of lesio the base of the brain, 
Diabetes insipidus, obesity, and gonadal atrophy were all 
buted to localized lesions of the hypothalamus by Baile 


imus 


nd Bremer (1921), ¢ ind Rouss 1922b). Smit 
and this initiated a vast amount of work 


(19220 








levoted to the study o he mutual relationships of the 
hypothalamus and the pituita Bard 1929) produced 
WNat Ne calied sham raze n the cat b a lesion between 
e frontal lobes and the anterior part of the hypothalamus, 
d showed that tl xchaviour could be abolished by a 
sec s the potha is At about the same 
the production of sleep-like states in animals by lesions 
eep | C | n provided an inte 
ition of the sleep dist vances of encephalitis lethargica 
ry ork uirty vears au narks the beginning of three 
' developments neurolog the correlation be 
haviour disturbances and tocal lesions of the brair 
i id he influence of the nervous system upon the 
endocrine system and so < the biochemistry of behaviour 
ind i the ves i ervous reg 
( ne State i Conse 1S! 
Now ] my t ears a ecw ul Studies 
d day [here I bee! umerous investigations ol 
yeha ur disturbanc n animals xduced In various ways 
ul by the ablation of comparatively large areas, such as 
he tempo lobe of Kliiver and Bucy (1939), or by 
lest uc Ul rit loc il ed 1 Cas I cortex By me ins ol 
deep mplanted electrodes it has beet possible to stud 
the effec of stimulating localized deep structures Ihe 
ipplication of electroencephalography to physiology has 
oduced functional method of tracing the connexions 
{ areas of the nervous system b naking it possible t 
detect the remote responses to a stimulus. This is one of 


h2 met Is which have been used to elucidate the relation 
ship of the central reticular formation of the brain stem 
lo consciousness, the effect of the activity of that region 
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being correlated with the electrical state of the cerebral 
cortex and the behaviour of the animal. 

The relationship between the hypothalamus and _ the 
endocrine system has been illuminated by such work as 
Verney’s (1957) on the hypothalamic regulation of the 
renal excretion of water, and that of Harris and others, who 
have shown that individual nuclei of the diencephalon may 
act as chemoreceptors to particular hormones Adren- 
aline, for example, acts upon the central reticular torma- 
tion; and Harris, Michael, and Scott (1957) have shown 
that the implantation of very small amounts of stilboestrol 
into the hypothalamus of ovariectomized cats, but not else- 
where, results in full sexual behaviour in the absence of or 
with minimal development of the vaginal epithelium and 
uterus. Thus the central site of action of ovarian hor- 
mones in producing active sexual behaviour would seem 
to be in some part of the posterior hypothalamus or upper 
mid-brain 

Fifty years ago Sherrington was writing about excitation 
and inhibition, and the synapse. To-day the newest neuro- 
physiological techniques are concentrated upon precisely 
these topics. Eccles (1957) has shown that it is possible to 
into the interior of the single nerve cell and 
analyse the transactions which are taking place across its 
membrane Thus he has been able to differentiate the 
functions of the dendrites and the axon hillock and to show 
that discharge Cepends on depolarization and inhibition on 


penetrate 


hyperpolarization, stimulation and inhibition summing in 
their effect on the cell, as Sherrington foresaw. Hodgkin, 
Huxley, and Keynes have also studied the physico- 


chemical behaviour of the neurone. Thus we are beginning 
to learn about the role of chemical transmitters at the 
synapse in the central nervous system, and the chemical 
excitation and inhibition Similar studies are 


showing what goes on at the mvoneural junction 


basis of 


Clinical Neurology To-day 


Where clinical neurology stand to-day People 


sometimes speak as though nosography in neurology was 
almost exhausted, but this is quite untrue. The discovery 
of new diseases or syndromes, and equally the elaboration 


does 


of the clinical pictures of existing ones, are partly a matte 
of seeing differences in what has hitherto been thought to 
be homogeneous | have already shown how new diag- 
nostic methods have contributed to this process in the case 
angioma, intracranial aneurysm, and 
Radiography played an 
recognition of the neurological mani 
Compression of the 


s an example of a syn 


cerebral 


atheroma 


ot epilepsy, 
internal 
important part in the 


feStations ol 


carotid also 


cervical spondylosis 
nedian nerve in the carpal tunne! 
to have become much commoner since 
New 


aiseases, 


drome which seems 
diseases and 


with 


its recognition shortly after the war 
t I ot old together 
have also 


producing, tor 


the increased ncidence 


changes in the age distribution of the population 


the , no > Tu i ] ’ 
altered the clinical landscape ot neurology, 


example, the carcinomatous neuromyopathies and new 


inclusion encephalitis and benign 
nyalgic encephal elitis, the “ Royal Free disease The 


hvpertension and atheroma are of 


nfections such as acute 


neurologica 


growing importance Involvement of the nervous system 
ind muscles in collagen diseases 1s a new field now being 
explored, and, among the metabolic disorders, porphyria 
Electromyography is throwing new light upon disorders ot 
the lower motor neurone, the myoneural junction, and the 
uscies 
It might have been thought that after a century of study 


cerebral function would have 
Yet since the beginning of the war considerable 
made to our knowledge of the func 


the symptomatology of lesions 


the main disorders been 
elucidated 
additions have been 
tions of the frontal lobe 
of the temporal 


agnosias and disorders of the body 


hemisphere, the 
image, and the central 
greater our know 
different parts of the 


lobe and of the minor 


consciousness But the 


effects of 


regulation of 


ledge of the lesions of 
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€ apparent becomes our need for a clarifica 
iwught on the meaning of localization and 

prese t 1 the nervous systen Such considerations 

» be re ded as merely the preoccupation of a 

e gical sc ‘ en: the ire tundamental to ou 

ders ding WW ervous system works, and hence 

tne terpretation not on ot symptoms but aiso ot the 
Ss c Nnvysic gis 


H es Jack ’ 32 writing ol sanity. Said in 
18s We require a rational generalization so wide as to 
snow oO the physical side relations of diseases « the mind 


vhich are for physicians nothing put diseases ol the highest 





rf Ss ’ Tr vé us SVSTte n We 
e to find under which things 
so superfic empirica named 
e leg horea lancholia, 
permanent nethodically classi- 
fied.” If nearly e t ater > ask how far Hugh 
gs Jackson's requiremeat has been or is likely to be ful 
fil ed, we should discover what is the essential neuro og cal 
contribution to psychiatry, and what are its limitations 
Both neurologists and psychiatrists recognize in prac- 
tice the validit kinds of aetiological tactor in their 
work 1) There are the causes which produce disorders 
of function by acting physically upon the nervous system 
This wide field ranges from pathophysiology, which re 
quires m il physiology for its interpretation, through 


eurochemistry to the visible changes studied by the neuro 
pathologist. It is essentially the study of the nervous system 


1s a Physical object. behaving in health and disease accord- 





ing to the laws of the physics and chemistry of its const 
varts 2) There is the study of the effects of the 
d changes of the kind which I have just described upon 
d 3) We i proach the mind-b elation 
, he othe side and oserve the effects nenta 
ges up< he dy, where we enter the field what is 
called psychosomatic medicine (4) Finally, we 
T nit o1 st | t causation to the psychologic il 
nhere. b nterpret ssvch rica disorders in psvch¢ 
gical terms—that is. asking how the patient's present 
e al state has been caused b S$ previous mental States 
Th spec i psvycniatry c ITise S chopath u 1d 
ns\ chotherap n its rious fé S 
Although I began with physical 1 ended with psych 
C t v this does not mea that | gard a 
I I is e indar nt ( tluable tha tne est 
ent equa we nave arra ed then mn the rev 
rde with t e jualific n N does th ict that 
e ¢ € s eties of aeti geyvin’ neul 
. hiat . ‘ : F Lp] nost 
gid ] C irguments \ C i nD 
sed in 1et al Thus, the ec ul that 
, \ i € ; S v C 1 , - 
+} 4 ce . . th 6 mevchanatt , 
¢ , And —— , wh 
S | ‘ AC oT tn ; Ca | 1< 
x t i r x t 
' } . 
| ‘ pt ] | Ay ad S 
” ficat emat . ' 
ex noth Gret tw 
, , tholo 
' ] , ‘ tk ' 
. ' +} 
ut | , 
ke the d t 
k th ; " 
/ ; € 4 
Tt ‘ P 
} 1 ¢ xamt ‘ } Dp 
f hih } 
" ' t . } ' ra } 
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awareness of the self and 


which may lead to disorders o 
the external world, and may produce distortions of memory 
or states of fear, sorrow, disgust, loneliness, or depression 
(Williams, 1956) Whitty and Lewin’s (1957) observations 
on cingulectomy throw «an interesting light on the sense of 
reality Sleep. dreams, iliusions, and hallucinations are a 
subjects as appropriately studied by the neurologist as by 
the psychiatrist. Electric convulsion therapy and leucotom 
ict neurologically 

Thus the simple concept that the mind is dependent upon 
the brain has during recent years been increasingly refined 
and defined till now we know much, though still far too 
little, about the part played by the different areas of the 
brain in the regulation of consciousness, memory, emotional 
mood, and the integration of the personality 

If we compare the psychological disorders which can be 
explained in terms of psychological causation with those 
which we have reason to think are the result of physical 
changes in the nervous system, we note certain points of 
difference between them The first relates to their neura 
basis. We know extremely little about the organization of 
memory in the brain, but it is surely clear that the nervous 
organization underlying one memory can differ from that 
underlying another only in respect of subtle differences in 
the arrangement of the finest nervous impulses, or perhaps 
synaptic resistances, over wide areas of the brain. It must 
follow, therefore, that no physical method which can be 
ipplied to the brain, whether surgical, electrical, or pharma- 
cological, is capable of dealing with an individual past 
experience as such. 

Interpretation of Mental Disorder 

fo put the matter in another way, when the mind js dis- 
ordered as a result of disorder of the nervous system the 
neurological disorder is describab!le. actually or at any rate 
potentially, in physical terms, that is to say. in terms of the 
biochemistry of nerve cells or the gross structural changes 
familiar to the neuropathologist. When, however, the mind 
s disordered as a result of the reactions of the individual 
to his previous experiences, no such explanation in terms 
or pd ochemistr \ No doubt 
the neurological explanation is that certain nervous impulses 
ire taking one pathway rather than another, hut the path 


or morbid anatomy ts possible 


he dist neu shed as healthy or u 


gs fhemselves can 

thy only in terms of the | sychological states with which 
they are associated. Here we reach the limitation of Hugh 
ngs Jackson’s hopes for the neurological interpretation 
nental disorder Hemiplegia. delirium, and coma are 
states of body or mind which can be attributed to physical 
disorders of the nervous system, and it may well be that 


ia‘and melancholia, as Jackson suggested, and possib 


iltimately schizophrenia, will be similarly explained If 
so, the causes of these disorders could be described in 
purely physical terms and without reference to their symp 
toms Psvchogenic disorders beleng to a different category 


of causation, which cannot be adequately described without 





psychological terms or bringing in their symptoms 
This. of course, does not exclude the possibility that more 
n t f causation may be operative in the same 
nt at the san time For example, an individual's 
abnormal psychological reactions to past experiences n 
he explicable in psychological terms, but they may also be 
the result of an inherited predisposition depending upon 
the struct ind functions of his nervous system. Con- 
i person with an inherited predisposition to recu 
t attack if depressic which presumably depends upor 
rmality in the behaviour of his nervous systen 
iy have an attack of depression precipitated by some 
logical stress And it is still very difficult in the 
sent Stat f our knowledge to evaluate the relative 
tance physical and psychological factors in the causa 
tion of some psychological disorders, of which the ob 





onal states are a good exan pie 


Hence a patient suffering from a psychological disorder 





considered from both neurological and psycho- 
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ogic: indpoints. In practice, in spite of the need for this 
dual approach and the frequent interaction of the two 
nodes causation, in many patients the physical or the 
ysych cal element will clearly predominate. and this 
“ dete ne the method of treatment 

It s o me ) Ow ( what I have said, that 
even europsychiatry 1s meant only the field common 
o both medical neurology and psychiatry, it ts impossible 
for a single practitioner to be expert in all parts of it But, 
even so, it does not tollow that the present division betweer 
the two subjects is made in the right place [his is the 
itcon ) historical and partly of social considera 
tions, the need for the segregation of some of the mentally 

having in the past isolated in mental hospitals patients 
suffering om certain neuroiogica disorders and from 
rental illnesses the causation of which was, and is still 
unknown. Neurology grew up in equal isolation from the 
nental hospital, and the study of the psychological effects 
yi ceredra esions lowevel nteresting to neurologists and 
psychologists, seemed to have little to contribute to the 
inderstanding of the major psychiatric problems of schizo 
phrenia, cyclophrenia, and the depressive states. The theory 
and practice of analytical psychopathology and psycho 
therapy were developed largely in isolation from both 
neurology and mental hospital psychiatry Fortunately 
these Narriers are in many piaces Ne nye steadily broken 
down 

Neurology and General Medicine 

The Committee on Neurology of the Royal College of 
Physicians of London made the following statement 
‘Neurology remains a part, though an important part, of 
g medicine and cannot without danger to its own 
vital allow itself to become separated from the larger 
whole Much of the most valuable neurological material 
s to be found in the general medical and surgical wards 
ind out-patient departments Many neurological disorders 
are the direct result of disease of the cardiovascular system 
Others are as direct related to general or local infective 
processes or to disorders of nutrition or metabolism.” The 


Committee drew from this the conclusion that “to be able 


to play his part ful n the recognition and management of 
such cases, it is essential that the neurologist should base 
his specialized knowledge on a foundation of sound training 
ind experience in general medicine and on a general fami 
irity with allied specialties such as is obtainable a large 
general hospital 
| think that the facts to which the Com ttee drew atten 
n imp 1ot merely that the neurologist should * base his 
specialized Knowledge on a foundation of sound training and 
experience in general medicine.” but also that there should 
14 con ulng ! tionship between neurology and 
general edicine in the work of our hospitals No branch 
f dicine can n its past achievements, and, although 
the sphere of applied anatomy and physiology which has 
elded sucl ich h est neurol in the past is by no 
lear \ sted. it " | prove to be subjec oa lay 
ta ) mn eturn vhile sh fields await cultivation 
Nothing can take the place of the special neurological hos 
ta It | in essential part play in the ning ol 
é sandy les qt ) for the terchange 
d bac tinuing stimulus to the thought of the 
neurc ist lready ) practice Moreover, it is also the 
nost suitable 7 ce f the expansion of neurology into some 
th v field ch recent scientific developments, espe 
cially hemits id clectronics, are opening 
In th ospital, however, there ts a relative lack of 
cert types inical material, and it is mevitable that 
ther | ld be some neurological disorders which are te 
be If nd 4 hiefl ' not excius vels n rel ition to rene il 
ned liseases ind not therefore ita Special hospital, w hile 
nuch « the neurology of childhood is to be found in 
child hos; . An increasing amount of research work 
s | done in these fields, and has already demonstrated 
its value both to n ology and to medicine This cain he 


rologist in 


k of the net 


devel las it should only if the wo 
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the general hespital is given the fullest possible scope. It 
would be a mistake to suppose that his place there can be 
supplied by the general physician The scope of neurology 
as outlined in this lecture ts surely a sufficient general refuta- 
tion of that The recognition of new syndromes requires 
expert knowledge to difierentiate them from other clinically 
similar conditions or out of what has hitherto been regarded 
Similarly the 
ment of the indications tor therapeutic procedures must in 
difficult cases depend upon a knowledge of the multiplicity 


of factors involved which only the expert possesses. 


is u homogeneous group of disorders iSSESS- 


The contribution of the specialist to diagnosis is equall 
important. We are all of us apt to regard the field of work 
of others as possibly less complex than our own, and there 
exist physicians who, though well enough aware of the 
complex effects of disturbances of suprarenal function, re 
gard the diagnosis of paraplegia as something which presents 
no great difficulty. The neurologist who is an active parti- 
cipant in the work of his general hospital will do far more 
than merely help his colleagues with the diagnosis of cases 
which seem to them difficult ; he will educate them in the 
difficulty of cases which seem to them easy He also has a 
valuable contribution to make to medical teaching. 
a subject which lends itself especially to the 
education of the student in the importance of 
history-taking, careful clinical examination, and the logical 


processes by which a diagnosis is reached 


since 
neurology ts 


accurate 


Conclusions 
What | have said well illustrates, if indeed it needed 
to be illustrated, the rich contribution which specializa- 
tion has made to medicine. To-day, far from knowing 
more and more about less and less, the specialist. 
every one of his colleagues in medicine, needs to know 


like 


more and more about more and more. MHughlings 
Jackson said in 1887: “ As scientific medical research 


goes on, there is greater specialization of investigation, 
just as, in the development of society, there 1s that con- 
tinually specialization, division of 
labour. This being so, all the more need is there that 
there should be greater integration, just as along with 
labour there is need for co-operation of 
Failing the appearance of a race of medical 
supermen who can take all medical knowledge for their 
province, this integration can be accomplished only by 
the exchange of information between workers in differ- 
ent fields, and this is most easily achieved by enabling 
them to meet and work together under the same roof 


increasing called 


division of 
labourers.” 


It is true that the rapid expansion of scientific know 
1 review of our methods of 
tools of 


achieved, 


ledge in medicine calls for 
organization, and 
thought, but, judging by the 
there is nothing to suggest that the human mind is an) 
ability to with the 
its own productivity If we ask 


even, for 
results so far 


possibly, new 


where near the limits of its deal 


challenge created by 
what part neurology is to play in this process the answer 
begins to emerge from our survey of the scope of the 


subject Neurology plays a part in physiology, psy 


chology. psychiatry, pathology, bacteriology, medicine 


surgery, and no doubt other disciplines, and all of these 


in their turn have a contribution to make to neurology 


neurological physician 


What, then, is the role of the 
The fact that he alone is commonly called a neurologist 


surely reflects his key position in relation to neurology 


integration, to which | have just 


likely to be successful tf 


The process of 


illuded, is more there 1s an 


integrator : and the neurologist, though he cannot pos 
sibly be an expert in all these fields, is the person most 
fitted by training, experience, and opportunity to be a 
nodal point in the relations of neurology. Even so, as 


the College report recognized. within the work of the 
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logist there is roo some diilerentiation In 
the future, as has always been the case in the past, some 
e yists will be particularly interested in those 
spects neurology which are relatively remote from 
sychiatry. Others w find their chief interest in those 
Nogical disorders vhich the psychiatric aspect 
Ss prominent These latter should be in a position to 
yursue their interests unfettered, for they have a most 
Ye contribution to make to the study of neurology 

is a whole, and, especially at a time when psychiat 
Ss turning more and more to physical methods of treat 
€ they have simila i Valuable contribution to 
ike to the study of psychiatry lhe Committee also 
saw the need for the general physician, who combines 
interest and training in neurology with his general 
nedicine. The growing relationship between neurology 
ind general medicine might well now be more widely 
ecognized in the training of the neurologist, as it has 
been in the arrangement recently entered into between 


the Maida 


two alternating senior 


Mderta insistea 
that Alice must be a serpent because she ate eggs 
Little girls, said Alice, eat eggs guile as much as 
serpents do, you know I dont believe it Said the 
Pigeo but if they do, they re a kind of serpent. that’s 
| ean Say 
The logic of the Pigeon sometimes finds expression 
day Many kinds of doctors rightly see patients with 
ervous disorders, but the future of neurology in this 
ountry still depends upon its ability to attract. trai 
nd provide satisfving work fo } ‘rolog of eq 
bre to those to whom we owe the achievements ot! 
s branch of medi ind science the past 
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he first step to any form of treatment, whether medical 
or surgical, is to make an The 
clinical 
technical 


accurate diagnosis 
seleciion of patients for 
and on the 
investigations The clarify a 
diagnosis of disorder of the biliary tract is cholecysto- 
graphy 


operation is made on 


grounds results of appropriate 


usual investigation to 
Great reliance has been placed on this type 
of investigation despite the fact that it gives a positive 
diagnosis in than half the suspected 
the biliary tract submitted to it. In an 
separate 100 consecutive 


cholecystographic examinations from three hospitals and 


less cases ol 


disorder of 


inalysis of four series of 


ny own personal series, the numbers of cases in which 
no abnormality was reported were 56, 55, 66, and 66 
1 high incidence. particularly as all 
definite symptoms of a 


This seemed to be 
tne had 
the biliary tract 


problem that arises ts, 


patients disorder of 


The 
What is the diagnosis of these 


which in many cases was severe 


patients, and how may the diagnosis be made 


The * classical cholecystogram ” will demonstrate the 


gall-bladder shadow, it 
demonstrate the presence of gall-stones, it 


presenee Or absence of a 


may 


may demon- 


Strate morphological abnormalities of the gall-bladde 
it may show a subnormal power of concentration, it 
will demonstrate whether the gall-bladdet 


contracts of 
It will not give exact informa- 


the evacuation ol 


not after a fatty meal 


tron mn 


the gall-bladder, nor will 


1 any way give information concerning the various 
wtor dysfunctions of the biliary tract There are also 
:rphological abnormalities which are not demon- 
I 1 th SSiCa ethod 
Serial Cholecystography 
Expert with the technique of per-operative manometr 
id U Mallet-G ind R « 1956) over the past 
irs has den nstrated quite decisiy | tn ncidenc 
| t ; s | tl mot i inct of 
t | a CSia \ d skin Sia \ 
ited ew han 126 cases out t f 
n i ind treated dt tna 
I s ses th was a dysk sia 
C il ! t This 
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i g dyskinesia It was thougl 
| le to provid SW 
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j " 
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i I ins 
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h ig t i paque j 4 
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an. In 1 
computation 
In succeeding years Busson (1951) 
(1952), 
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above 


revived the 


) Siffert 
of the volume otf 


Robe t 


ill Guy Albot es al 
method but simplified 
me so that to-day 
exact diagnosis ol 
biliary uct dys 


function provided 


there 1s i 


bladder shadow 
Briefl the 
ethod used 1s to 
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meal the 
and in 


Afier the ingestion of a fatty gall-bladder 
shadow normally smaller the 


posterior View moves proximally and rotates externally (Fig 
/ 


becomes antero 


1). In the lateral view the shadow appears to rotate so that 
the long axis becomes more vertical and the angle « 

erection increases from 5 to 15 degrees. The normal volume 
i the gall-bladde s between 25 and 30 ml., and in normal 
circumstances decreases by 70 in the first 30 minutes afte’ 


In abnormal states the gall-bladder may _ evacuate 
sufficiently (Nypokinesia) or it may evacuate excessively 
Wperkinesia) The rall-bladder tone, as indicated by the 


ingle of erection, may be less than normal (hypotonic) or 
eater than 1 nal (hypertonic). In conditions of obstruc 
tion to evacuation the curve of the angle of erection con- 


evacuation (Fig. 2) The evacua- 








tron S nsulficient wi c the angle ot erection ncreases If. 
t ) 7 | ] 
ngestion of a however, the angle of erection is initially low and fails to 
neic dose ol ncrease du g the test, then the gall-bladder is atonic (Fig 
ypanore icid 3) Ihe gal idder may evacuate excessively and vet have 
telepaque "’) and i small angle of erection which does not increase during 
ne eve I( the test This occurs when the sphincters are particularly 
inutes C i atonic and the norma! stimulus to evacuate, which is hor 
*? ' ct) 
l neal for & ynal, produces an excessive response 
ninutes (Rose, un 
maahilied ) n . 
published Fro Personal Series 
these idiographs mae 
th me the Beiween Octobe 1954, and December, 1956, 200 cases 
i \ t 4 ) c 
( lisorder < tt t i tract wer admitted to the n 
it. Saige: ( de t c ere mitt t< ec C 
. IS ‘ + ‘ ? nt heat : ? ne 
, , ( VE i ( ad eatme yu was not unti! Case 65 
| cd nd W 
11 that se cholecyst iphy was used as a means of selec 
Ves 4 4 Wi 
f th t case peratic Of the other 137 patients, 40 
d th had a classic cholecystogran but seria 
+ , C cys howed dyskinesia which was subse 
f th que proved operat n each cas The most comn 
l-bladd find S esicul stasis hat 1s l-bladde hicl 
, h " e c sullicie There we 4 of these cases 
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bladd We ssociate h C ibne i 
‘ h Case S ex 
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view f ' \ lidi S d i d ‘ 
lhis S d f \ S lecyst S 
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auon was treated as a duodenal ulcer ; one was treated medically 
i 8 t. Kg.) Ot weigl ind two had a chronic cholecystitis which resulted in an 
j 
arian ° irritable gall-bladder, and a cholecystectomy was performed 
se 20 cases vere unassociated with al he The remaining two had a marked biliary hypotonia, and a 
nd ht sj chnicectomy w ight splanchnicectomy was performed Case 204 is an 
" I s< vere s0C 1 witl st x ple 
' enlanch +} had : 
-_ sa _ . ( 4 A womal red 6 laid history of paintul dys 
. i . d a chotecyst te Iw welve vé Serial cholecystography showed gall 
iss ‘ ch . suis and « dde ff normal si which emptied rapidly wil n angle of 
cases so | cvystecton cl which did no Ite during the examinauion (Fig, §) 
" c oO} t We good ( lecysto phic diagnos sicul hyperkinesia with hypo- 
\ . Al ope 1K ‘ J i 7, 1957, the pre vithin th 
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Conclusion 
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EFFECTS ON THE PERIPHERAL BLOOD AND 
HAEMOPOIETIC SYSTEM OF FEMALE 
GUINEA-PIGS 


BY 


EDMONDSON, M.R.C.S., L.R.C.P. 


Surgeon Commander, Royal Nay 


P. W. 


Numerous workers have established that chronic x- and 


ymma-irradiation eventually produces anaemia and 


9 
pancytopenia in all species (Lorenz et al., 1954; Ingram 


{ Mason, 1954), the onset of the anaemia being a late 


nd 


dl 
ind relatively sudden event Ihe pathogenesis of this 


ynaemia iS not understood Though marrow studies 


ifter death have been carried out (Heineke, 1905; 
Lorenz et al., 1954: Ingram and Mason, 1954) no serial 
narrow studies have previously been made 

Ihe present experiment was an attempt to discover! 
by means of serial marrow studies whether the sudden 
onset of anaemia in chronicelly irradiated animals was 
presaged by changes in the marrow and to what extent 
hanges in the peripheral blood reflected changes in 
e Guinea-pigs were chosen, as their haemo- 


poietic system is sensitive to radiation, changes caused by 


chronic irradiation are clear-cut, and the work of Lorenz 


1OsSd h 


al. (1 is established the dose levels necessary to 


produce these changes 


Materials and Methods 


The female hybrid guinea-pigs used were English short 
hair, from a partially inbred laboratory,stock, weighing 
700 to 1,000 g. at the beginning of the experiment. They 
were irradiated Dy a cobalt source 12 MeV gamma 


rays) at a rate of 10 r per 16-hour day (measured in the 


empty cage), seven nights a week, irradiation being con- 
nued to death 

[The guinea-pigs were housed in cages olf nural 
luminium, 23 in. (S8 cm.) long. 12 in. (30 cm.) wide 
ind 12 in. (30 cm.) high ; the floors were 18 gauge, and 
he walls 16 gauge and perforated Cages were Sstert- 
zed once a week and the straw bedding changed on 
ternate da\ Ihe animals were fed on a standard 


liet 18 (Bruce and Parkes), supplemented with hay, 
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and making a small stab Incision into a vein ; when marrow 
specimens were required the guinea-pigs were then anaes- 
thetized with intraperitoneal sodium amylobarbitone. For 
each animal the marrow was obtained trom the tibia, 
femur, and humerus in turn. A hole was drilled in the 
surgically exposed bone, using a dental drill (flat fish No. 1), 
and marrow aspirated with a 10-ml. syringe and a No. 0 
Skin wounds were closed with Michel clips 
all healed quick 


gauge needle 
and covered with a collodion dressing ; 
and cleanly 

Blood examinations included counts of red cells, using 
the method described by Dacie (1956), red cells showing 
basophilic stippling and polychromasia, total white cells 
(Dacie), and differential white-cell counts, counting 200 
white cells (Leishman’s stain) Packed cell volume was 
estimated by a microhaematocrit method with Heller-and- 
Paul mixture as anticoagulant. Haemoglobin was estimated 
by the oxyhaemoglobin method using an E.E.L. 
For platelet counts on capillary blood a modification ot 
Brecher and Cronkite’s (1950) technique for venous blood 


colorimeter 


Was used 

Marrow smears were made on slides and stained with 
Leishman’s stain. Differential counts were carried out 
on selected smears, and were continued until a minimum 
of 100 immature leucocytes had been counted. Con- 
siderable variation in the amount of marrow obtained 
and the degree of dilution with peripheral blood was 
experienced. Marrow in countable quantities was, how- 
ever, obtained in all instances, though the total number 
of cells which had to be counted before the target of 100 
immature white cells was achieved varied between the 
wide limits of 600 and 2,000. 

Post-mortem examinations were carried out on every 
irradiated animal and, at the conclusion of the experi- 
ment, on four control animals Marrow smears were 
made immediately from the right tibia, femur, and 
humerus, and some of the marrow trom these bones was 
placed in formol-saline for sectioning. The left tibia, 
femur, and humerus were placed intact into formol 
saline for fixation, decalcification, and subsequent 
sectioning 

Results 

Body Weights (Fig. 1, A and B) 

2 and 4 were undergoing marrow 


lower than those of animals in groups | and 


, 


While animals of groups 
biopsies their weights 

were constantl 

3, but in group when the marrow biopsies ceased the 


inimals gained weight until their weights equalled those of 


{ 
d water a troup | animals. The surgical intervention and anaesthesia 
¢ , G f Anis There were two undergone by the animals of groups 2 and 4 was presum- 
ch of four unirradiated animals, one group ibly responsible for these differences in body weights A 
b] ! examinations only (group 1) and one for blood further difference in weights is evident between group | and 
Kaminatic ind s biopsy of the ma 
A I were tw idiates NOOr A B 
5 1? y ri 
i o ‘ c ‘ } 
] x i ms < ou 3) vd * - | 
e-0.¢°° *-e*-e-4 e-e-e-2"* 
ad Xa nations and s i row ee 
y eee a 
»p roup 4) Ihe animals in the tou OO ° al 
* a * 
sw che ody weights ” e-« St YA," 
i / Car O Initia tl : a * i ee | 
Ss . _— ait a ‘ al 
ral t d ot each nal was exan < - ” P x _ * ¥ 
<a :  f » * , rt 
ed ¢ +10 days. but examinations & 9OO- xh ems nee x * ” 
- x ” ~~ 
came m« quent, often da 4S animals °/ J — 
= , a ~ * 
Xroached the c sta Marrow at f x iq \ 
! c My ~~ 
psies \ nerformed 1 animals of a4 
groups 2? and 4 at intervals of 9-10 da 5 B00} 
nn ly alter blood samples had be u 
= 
W poss irrow spec ens 
were taken « the last day « le of hai e 6 
group 4 animals and nediately alter death ‘ — J 
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oup 3 animals and between group ind group 4 animals 


seems that irradiation also had some depressive effect 





upon animal weights. though this effect is less than that 
ichieved by minor s ‘ry and anaesthesia Sudden loss of 
eight in irradiated animals occurred only in the last five 
lavs « lite 
Su nd Dea The mean survival time for all 
idiated animals was 178 days with mean accumulated 


dose of 1.780 The first death occurred at 114 days 
Ci, i ) and the last death at 345 days (3.450 r) Of the 


leaths, YI occurred between 114 and 205 days (1.140 and 
2.05 There was no significant difference in the survival 
t between animals of groups 3 and 4 


Post-mortem Findings and Cause of Death 
Haemorrhage 


every irradiated 


ng in degree and distribution was found 
Ecchymotic and petechi il 


haemorrhages were present in the myocardium and endo 


inimal 





cardium tn 12 instances and in the lungs in 10; in four 
the latter pulmonary haemorrhages were extensive 

Pe ae, ecchymoses, and/or irger haemorrhages were 
n the stomach wall in 15 instances: they were 

st on the anterior surface and greater curvature, and 


»peared to be submucosal 
Haemorrhages, widespread and varied in distribution, were 
id in the small intestine in 21 cases ; they were not more 
common at any one site, and the degree of bleeding varied 


ew petechiae to, in five instances, extensive massive 
nd recent haemorrhage throughout the whole length of 
the small bowe 


In 13 animals haemorrhage was found in some portion of 
he large bowel, the most common site being the caecum 
1! ascending colon In eight instances the haemorrhage 
iS massive, and in two instances massive submucosal 


1remorrhages had distended the ascending colon to a dia- 

eter of 4 in. (1.3 cm.) In three animals frank bleeding 
p rectum was seen prior to death 

Subcutaneous haemorrhages, mostly small, were noted in 
occurred most commonly in the axillae, 
interior abdominal wall, and thighs, and at sites of 
ent marrow biopsy, where they were more extensive 
Petechial haemorrhages were found in mesenteric lymph 
nodes in six animals, in the suprarenal cortex in four, and 


suspected in the vers of some five 


Pericardial effusions, varying from slight ones to volumes 








2-3 ml.. were found in 13 animals: in 10 instances effu- 
< s were blood-stained 
The naked-eye appearance of the marrows in the split long 
, es varied greatly in some, both quantitatively ind qual 
itivel t resembled that of the controls; in others the 
row ippea ed ery pale ind = fatty Microscopical 
examination revealed that the naked-eye appearance gave no 
ndication of the degree of cellularity present 
Apart from undue pallor of the lis ind kidneys no other 
gnificant abnormalities were tound All animals appeared 
€ ll nme shed 
In 10 instances the haemorrhages found at post-mortem 
examination were extensive enough for tl to be regarded 
termina n d in thr nstances haemorrh 
h to | rded as a ‘ contributory 


es | the 32 ils befor radi n were follow 
i count, 4,800,000 ¢c.mm. (S.D. 380.000): packed cell 
4? - 24 haem I 14.7 2./100 
Sp i7 ¢ platelet 396.000 cmn S.D. 50.000): tot 
tes 10,300 S.D.4,000)}—heterophils 3,000 /c.mm 
Sp 6450 mp vtes 6.000 S.D. 2.450) Norma 
' i nt f polychromati lls and stippled 
lt ¢ 0.4 1 0. nd 0.5 and 0.15 spec 
[ f R Ver It ea platelet 
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between 350,000 and 420,000 per c.mm. (Fig. 2, A). On 
the second bleeding there was a drop of some 13%, in the 
mean platelet count, and, whilst a fall of this degree appears 
to be within the normal variation for the eight contro] 
animals, it was also apparent in the irradiated groups, and 
in these groups it was statistically significant 
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Fic. 2 A: Mean platelet count of female guinea-pigs. B: Ter 
radiated animals: continuous line Control 
inimals: dotted line 
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1958 
»f Anaesthesia and Marrow Biopsy.—Comparison 
in group 2 and 4 animals with those in groups 
3 shows no difference in the platelets and red-cell 
apart from a small transient rise with 





] and 
counts at any time 
normal values in the number of stippled and poly- 


return to 
chromatic cells of group 2 animals following each marrow 
biops After the first 50 days of the experiment the total 


white-cell counts in group 2 and 4 animals were slightly 
but consistently higher than in group | and 3 animals, 
During the first 40 days the 
mean red-cell counts of control animals rose slightly from 
4,690,000 to 5,000,000 /c.mm., and this was accompanied by 
a rise in the haemoglobin and packed cell volumes (Fig. 3, A). 


Therealtes 


Effects of Ageine (Controls) 


no significant variation in these values occurred 


For the first 200 days the mean total leucocyte count 
varied between 8,000 and 10,000/c.mm., but towards the 
end of the experiment there was a small rise to between 


10.000 and 12,000/¢c.mm. due chiefly to an increase tn the 
lymphocytes (Fig. 4, A). No 


changes in the leucocytes were seen, and only 


number of morphological 


an occasional 


mmature cell was noted 


Effects of Irradiation 
To facilitate analysis, results are presented as mean values 
of 10-day against the total dose of irradiation re- 
ceived by the animals Differences within these 10-day 
small and generally insignificant 
variation and 


periods 


100 r) periods are very 


when compared with normal physiological 
the errors inherent in most of these examinations 

The results in the irradiated animals (groups 3 and 4) are 
firstly. as plotted 


ind, secondly, in relation to 


presented from two points of view 





gainst the radiation dosage. 


the time before death at which changes occurred Three 
of the group 4 animals are not included in these latter 
calculations, as they died from sudden massive intraperi- 
toneal haemorrhage following intraperitoneal injection of 
inaesthetic Until the occurrence of these haemorrhages, 
which must be regarded as being precipitated by the trauma 

the injection these inimals had followed closely the Over- 
ll pattern of response to irradiation 


Changes Related to Dosage 


Up to 900 r there was no significant change in the red- 
cell count. haemoglobin, or packed cell volume of any 
inimal (Fig. 3. A). The lowest and highest doses at which a 
small tall in all three measurements was seen were 950 r and 
1.750 r respectively Up to a dosage of 1,000 r no signifi- 
cant change was seen in polychromatic cell and stippled- 


cell counts 


Me tot leucocyte counts fell steepl to 4§ of the 
pre-irradiation count during the first SOO r (SO days) 
Fig. 4, A); thereafter the rate of decline lessened and levels 
eached 30 of the pre-irradiation count at 1,100 r (110 
days). Individual animals displayed considerable variation 
n the pattern of fall-; in the majority it followed the mean 
curve, but in some the manner of fall more closely re- 
Ssembled a straight line. By and large, the differential counts 
paralleled the total counts, though, initially, granulocyte 
counts fell slightly more rapidly than did lymphocyte 


counts (Fig. 4, A) Foa Kurloff cells disappeared propor- 
tionally with lymphocytes, and the distribution of eosino- 
phils and basophils followed the general pattern 

The platelet count fall, which occurred between the first 
ind second pre-irradiation bleedings, continued for 15 days 
150 r) to reach a mean value of 65°. of normal (Fig. 2, A) 
Platelet counts then rose steeply with, in individuals, a 
wide variation in the degree and a slight variation in the 


timing of the rise. The mean peak of rise reached 83-84 


of the pre-irradiation count between 40 and 50 days (450 
nd 500 r). The highest peak was 137°. of the pre-irradia 
tion count, and no significant rise was seen in three animals 
From 50 days (500 r) onwards mean platelet counts fell 


Sharply and continuously without any secondary rises. 
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Changes Related to Time Prior to Death 


The first indication of irradiation damage seen in the 
red-cell count and packed cell volume was a fall which in 
most instances continued precipitately to the moment of 
death ; occasionally this fall was interrupted by a minor 
rise. The average time between the initial fall and death 
was 33 days, the shortest time being 15 days. Terminal 
red-cell varied between 1,500,000 and 500,000 
c.mm. (Fig 


counts 
3, B). 

From about 35 days before death the mean corpuscular 
volume rose from a normal 86-88 cubic microns to 110 
cubic microns seven days before death ; the mean corpuscu- 
lar haemoglobin rose from a normal value of 30 yy t 
36 yy terminally. The normal mean corpuscular haemoglobin 
concentration remained unchanged between 34 and 35 

Associated with the macrocytosis the percentage of poly- 
chromatic cells rose from a normal value of 0.5% to 2.4 
at two days before death, and by the day of death to 3.1 
(Fig. 3, B). Similarly, the stippled-cell count rose from a 
normal value of about 0.1 to | at two days before 
death. As the steady rise in the stippled-cell count occurred 
the granules were seen to become coarser, with a tendency 
to clump. 

The mean leucocyte count was 49°, of normal at 100 
days before death; it fell evenly, virtually in a straight 
line, to 24 of normal at five days prior to death. A 
further steep fall then occurred to a terminal mean value 
of 15% of normal (Fig. 4, B) 

Complete agranulocytosis was not uncommon, the mean 
granulocyte count being some 10°, of normal. The mean 
terminal lymphocyte count was 20 of normal, but in 
individuals this varied between 11 and 42 

The mean platelet count (Fig. 2, B) was 100,000/c.mm. 
some 55 days prior to death; it fell steadily ; and in most 
animals thrombocytopenia (30,000 platelets/c.mm. or less) 
was present by 22 days before death. Terminal counts were 
much lower than this. 


Normal Bone-marrow Differential Count (Expressed as Percen- 
tage of Total Nucleated Cell Count and Also as Percentages 
of Total Immature Cell Count) 


Cell Type Mean (°{) Range (°) 
Reticulum and primitive undifferentiated cells 03 dd | 0-0 08 
Myeloid 48.4 (48-1) 
Myeloblasts 0-7 (2-3) 0-0- 1-5 
Heterophil 3-5 1-0- 68 
Eosinophil 1-5 0-1- 3-2 
! Basophil 0-5 0-0- 2-0 
Myelocytesd Basor 
Total §-§ (17-7) 1-610-0 
Heterophil 5-6 2-7~41-3 
| Eosinophil 2-4 2. 60 
| , > >.2 
Basophil 6-7 0-2- 2-3 
Metamyelocytes — 
| Tota! 8-7 (28-1) 3-6-13-0 
| 
= 
f Heterophil 29-0 20-0 45-€ 
Eosinophil 3-5 0-7- 6-0 
Basophil 1-0 0:2- 2 
Mature granulocytes f 
Total 33-5 257-40 0 
Lymphocytes 13:8 5-0-3 0 
Foa—Kurloff cells 0:8 0-0- 2-0 
Monocytes 0:8 0-0. 2-0 
Plasma cells 0-4 (1-3) 0-O 1-0 
Erythroid 15-2 (49-0 8-0-26-0 
Early normoblasts 2-2 0-4 §$-0 
Inter mediate normoblasts 12-0 7-50.00 
Late normoblasts 1-0 0-0- 3.3 
Megakaryocytes* 0-2 (0-6) 0-08— 0-8 
Damaged cells 20-0 10-0—-35.0 
Cells in mitosis (per 100 nucleated ce ) 10 (3-0) 0-4- 1-9 
* Megakaryocytes were included in the differential count, but, as they were 


relatively scanty, an attempt was made to assess any change tn their numbers 
during the course of the experiment by counting the numbers present in 
5 50 objective (magnification 
from its thickest part towards 


100 micrescope fields, using a S eyepiece and 

400), counting along both edges of the film 

the tail. From counts of nucleated cel!s in several such fields an estimate o 
1 t 


the total nucleated cells in 100 fields was made and the megakaryocytes 


expressed as a percentage of the total nucleated cell count The normal 
mean megakaryocyte count by this method was 0-25°,, the range being 
0-08 to O-8% 
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Marrow Biopsies 
The normal mean differential count of marrow cells ob 
tained tre he tour control group 2 animals and the pre- 
dia counts in the 12 group 4 animals is presented in 
e accompanying Table. The figures in brackets show these 
¥ cell counts expressed as a percentage of the total 
re cx count and present an attempt to reduce the 
caused by dilution of the marrow with peripheral 
1 e white cells 
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value ot 20 to approximately 30°, and plasma cells 
steadily increased from a normal mean value of 0.5 of 
the total nucleated cell count to 2 


After 400 r (40 days) megakaryocytes had increased from 


in inital mean ot 0.26 to 0.37 This rise was followed 
by a sudden drop to 0.18", at 600 r and therealter a con- 
stant fall to approximately 0.1 at 1,000 r, and sub- 
sequently a complete disappearance 


There was no significant change in the number of cells 
showing mitosis during the period of irradiation, the normal 


value of 2-3 per 100 immature cells remaining unaltered 


Effects of Irradiation—Changes Related to Time Prior to Death 
(Figs. 5, 4, and 6, B) 


From 100 to 10 days before death the myeloid cells fell 


from 35 to 16 of the total nucleated cells. This fall was 
evident at all stages of development bevond the mveloblast 
stage At post-mortem examination, howeve the total 
mveloid elements (10.5",,) consisted of | blast cells, 2 

myelocytes, 2.5 metamyelocytes, and § mature granulo- 


cytes, revealing a radical alteration in the proportion of 
developing cells with a marked fall in the number of mature 
cells relative to the me imyelocytes 


During the last 100 days of life the lymphocyte count 


remained relatively constant at approximately 20 of the 
total nucleated cells Foa-Kurloff cells decreased to 0.1 
it death. In post-mortem smears lymphocytes were present 


in approximately normal proportions, the mean figure 








being 13 of the total nucleated cells Whilst the d 
cell count was constant during the last 100 days of life, 
n post-mortem smears it had fallen to 18 of the total 
yucleated cells 
Normoblasts, expressed as a_ percentage of the total 
cleated cells, showed a steady increase from 20 at 50 
days before death to 33 during the last 10 days of 
In post-mortem smears the mean normoblast count 
56 ind in some marrows normoblasts were the only re- 
cognizable cells The ratio of early, intermediate. and late 
normoblasts emained constant throughout 
In the period from 100 to 10 days before death the 
in the myeloid cells and the rise in the normoblasts became 
I ch more ( ounced when these cells were expressed as 
percentage of the total immature cells: thus the torme 
fell from 33 to 13 and the latter rose trom 59 0 
x4 In post-morte smears the myeloid cells were some 
) of the total immature cells 
In the last 5O days of life megakaryocytes disappeared 
together not one egakaryocyte was seen in some 80 
irrow specimens examined. In post-mortem smears only 
wo megakaryocytes were found in marrow specimens taken 


rom 20 animals 


Post-mortem Smears and Longitudinal Sections 
of Long Bones 


\ ittemp t a rough assessment of total marrow c¢ 
from examinations of the longitudinal sections s 

de (Fig. 7) In 30 oil-immersion fields, distributed 
To! ly throughout the heads and shafts of the bones ill 
ited cells were counted, mean values of total cellu- 


re calculated for each animal and expressed as a 
percentage of the mean values for the control groups 
Mean figures for control animals were 270 nucleated cells 
per field for group | and 280 for group 2 animals, with re- 


markable consistency in individual animals within the 


troup Mean value for irradiated animals was 121 (44°) 

for group 3. with a range of 16 to 100 ind 125 (45 lor 

rt ip 4, with a range of 13 to 9] Of the 21 animals 

had valu ot 30 or less, 15 had values between 31 ind 
6 ind 3 had values between 70 and 100 

Differential ounts mn post-morten i w Ss ars i 

liated ar ils showed a complete revers of the 

y id throid ratio found in control animals (Fig. 8). 

| th [ rradiation marrow smears of all animals the 

ti of iyeloid cells, immature and mature, to 
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ervthroid cells was 3:1. In the  post- 


[— «© nae oy ‘ 
. ' a + 
mortem smears of the sacrificed control hgh Bagh Pi ca 
— i* ** = a —_ 
animals the ratio was 3.5:1, whilst in the ve 47 te 

. »* Wy. y es 


* 
irradiated animals it was 1:5.2 : ot he > ee 
sf “e 


3. 








Comments 


The findings in the peripheral blood 
studies in this experiment confirmed the 
following findings of Lorenz et al. (1954) in 
guinea-pigs undergoing chronic irradiation 
at similar dose levels: (a) Severe anaemia 
of sudden onset is a terminal event. (h) 
Whilst the depression in leucocyte counts is 
due partly to a decrease in the number ol 
lymphocytes it is due much more to a severe 
reduction in the heterophil numbers, and 
profound neutropenia is characteristic of the 
terminal picture 

[he pattern of platelet response--namely, 
a fall in the platelet count from the 
beginning of irradiation and the statistically 








. 
highly significant return to almost normal & 3 » 
’ . 

values between 40 and 50 days—-is not ~fRe *° “2 4 * . 
understood at present; it might be due to 5 : ‘ 

! TT . i fy] ib Fic. 7..-Photomicrographs of sections of guinea-pig long bone A: Control 
oe eee See ¥ - eS animal. B: Irradiated animal 
functional (? physiological) stimulation of 
platelet production Though it has not 
been reperted D any other workers using 


experimental animals, it has been a con | - € 

Stant feature ol 1 follow-up experiment 'e 

which is continuing, and a somewhat 

similar response was observed in the +” ~~ 
nhabitants of the island of Rongelap z_ 
United States Atomic Energy Commission 

1956) | ‘ n 
Though examinations of marrow smears 


at regular intervals show gradual and pro 


PY 
be 


gressive changes in the differential picture 











these examinations give very little hint S: D 

of impending disaster except terminally *< 

Furthermore though I some animals \p 3 " f 

narked falls in the myeloid cell counts and | Ym 

rises in normoblast counts were observed f 

earlier, in others normal values were found s} 

within 30 days of death and in two tt, 

nstances were still present at death It is 4 

concluded that neither single nor repeated 

marrow smears can be relied upon to indi 8 

cate the degree of irradiation injury or the . 

mminence of the terminal stage Fic. 8.—Photomicrographs of guinea-pig marrow smears 4: Control animal 
The complete reversal in the normal ratio B: Irradiated animal. 


yf 


of mature and immature mveloid cells to 
: 


mmature erythroid cells found in the post-mortem marrow due to anaemia consequent upon thrombocytopenia and 


smears of irradiated animals clearly indicates a far greater haemorrhage. 
sensitivity of immature white cells as compared with in It is possible that, prior to their precipitate fall, red-cell 
mature red cells to this method of irradiation ; it may also counts were sustained at an artificially high level by fluid 
Suggest a relative insensitivity of immature red cells to this loss with haemoconcentration, but, as up to death the 
evel of chronic gamma irradiation animals maintained a high food and fluid intake and at 
The absence of any alteration in the early, intermediate post-mortem examination appeared to be well nourished 
and late normoblasts ratio indicates no maturation defect this seems unlikely 
in cells of the erythroid series Summary 
Post-mortem bone section of irradiated animals shows a , » : , 
sediediion te, the total macro eaiietesie of cease 45%. of In hybrid female guinea-pigs irradiated at 10 r per 
control values. and it seems that this 55 fall can be 16-hour day to death, peripheral blood examinations 
accounted for entirely by the disappearance of the immature reveal evidence of irradiation injury in the total white 
white cells cell counts and platelet counts ; only terminally is any 
The above findings indicate no failure of erythropoiesis significant change encountered in the erythrocyte 
or of maturation of the red cells, nor, in this experiment, was evaluations 


there any evidence of increased haemolysis or intravascular A hitherto unreported pattern of platelet response is 


destruction of red cells as suggested by Lorenz ef al rae 
: reported. 


In the majority of animals the post-mortem findings of 


large haemorrhages, coupled with the fact that entry into the Neither single nor repeated marrow smears give a rell- 
terminal stage never occurred before the platelet count had able indication of the degree of irradiation injury or the 
fallen to critical levels, justify the statement that death was imminence of death. 


Cc 
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No failure of erythropoiesis or erythrocyte matura- 
tion was observed. 

It is claimed that death is due to anaemia consequent 
upon thrombocytopenia and haemorrhage. 
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Director of the M.R.C. Radiobiological Research Unit, who 
ggested this investigation and provided facilities for its execu- 
ion: to Dr. R. H. Mole, M.R.C. Radiobiological Research Unit, 
for many helpful suggestions and much valuable criticism; and 
to Sick-Berth Chief Petty Officer J. E. Morris, without whose 
mflagging energy, great zeal, and technical excellence much of 
this work could not have been completed. Finally, I wish to 
hank the Medical Director-General of the Royal Navy for 
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SCHULTZ DALE TEST FOR DETECTION 
OF SPECIFIC ANTIGEN IN SERA 
OF PATIENTS WITH 
CARCINOMA 
BY 
D. BURROWS, M.D. 


Department of Pathology, Queen's University of Belfast 


The search for a reliable and easily performed sero- 
logical test for carcinoma has interested many investi- 
gators for over 60 years, and the number of publica- 
tions on the subject now runs into several thousands 
Homburger (1950) reviewed over 60 tests described in 


c 


the last 35 years, and none conformed to the strict 
criteria laid down by Dunn and Greenhouse (1950) of 
0 accuracy in cases of cancer, 95 accuracy for 
patients with non-cancerous disease, careful selection 
of cases and controls for testing, need for repro- 


ducibility in different hands, knowledge of the 
extraneous factors affecting the cases, and sufficient 
numbers tested to be statistically significant Many 


people feel that it is unscientific to search for a 
serological test for cancer on account of the diversity 
xf causes and types, and there is no doubt that 
finding a Suitable test is made more difficult by lack 
of a full knowledge of the cause of human cancer 
With other diseases the discovery of the aetiological 
agent has usually been followed by a simple serological 
diagnostic test—for example, Widal test, etc.—and it is 
reasonable to hope that cancer might similarly produce 
some constant and specific change in the serum which 
would prove of diagnostic value. Greenstein (1954) 
has said Tumours tend chemically to resemble each 
other more than they do normal tissue or than normal 
tissues resemble each other.” 

A test for carcinoma described by Makari seemed to 
fulfil the criteria of Dunn and Greenhouse with the 
exception of information about reproducibility by 
other workers: furthermore, it was based on two 
issumptions which it seemed reasonable to make 
Makari and Huck, 1955 These are as follows 
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1. Any carcinoma in the body will release into the circu- 
lation a substance specific to carcinoma tissue and not found 
in normal patients. probably a molecule or part of a mole- 
cule making up the substance of the tumour itself. It has 
been shown that this is indeed so by Mann and Welker 
(1940, 1943), who stated that the “proteins of carcinoma 
tissue may appear in the blood stream and be detected by 
the appropriate antiserum.” 

2. It is possible to produce a reaction between this un- 
known substance and antibodies in a guinea-pig which has 
been injected with carcinoma As mentioned above, Mann 
and Welker (1940, 1943) were able to detect an abnormal 
substance in cancer sera by using antibodies and a precipitin 
reaction 

Makari’s methods consisted in using one of the most 
sensitive methods for detecting antigen—the Schultz 
Dale bath 
tissue for sensitizing guinea-pigs ; the most successful of 


He tried several antigens from carcinoma 
these gave 96.8%, positive results in proved carcinoma 
ind only 4.8 


It is the purpose of this article to show that with 


false positives in non-cancerous lesions 


some modification we have been able to confirm and 
slightly improve upon these results in a much larger 
series 

Method 


The technique of performing the test was substantially 
the same as that used by Makari: the only material used 
for sensitizing guinea-pigs was the one Makari found to give 
the best results. This fraction was obtained by making 
20 iqueous emulsion of any carcinoma, centrifuging at 
3.200 r.p.m., equivalent to an R.C.F. of 1.5 kg./g, and then 
recentrifuging the supernatant at 4.000 r.p.m., equivalent to 
an R.C.F. of 2.3 kg./¢: the deposit was then injected sub- 
cutaneously in Freund’s adjuvant into virgin guinea-pigs, 
200-600 g. in weight. This has the effect of removing to 
some degree the non-specific normal fibrous tissue, blood 


and blood vessels Many differing types of carcinoma 
including metastases, were investigated. Those actually 
used were: adenocarcinoma of breast ; adeno-, squamous- 
ind oat-cell carcinoma of lung : adenocarcinoma of rectum 


colon, stomach, and prostate; hypernephroma ; chorion- 


epithelioma : and glioblastoma 

One month later the guinea-pigs were killed and _ the 
uterine horns suspended in a Schultz—Dale bath. The horns 
were desensitized to normal elements in plasma by the addi 
tion of 1.5 ml. of normal plasma, until no further contrac 
tions were recorded, washing the uterus and allowing it to 
relax fully between each contraction. 1.5 ml. of test serum 
was then added to the immune horn and a normal horn. If 
the patient had a carcinoma the immune horn should have 
contracted, but not the control one. The criterion accepted 
by Makari for a positive test was one which gave a contrac- 
tion which was at least one-fifth the size of that produced 
by 10 wg. of histamine phosphate. In this work this 
criterion was found to be adequate, for, though the test was 
not an all-or-nothing phenomenon, the positive sera generally 
produced i big contraction, and had the standard been one- 
third or one-tenth it would have made little difference to the 
results 

Two modifications of Makari’s technique were made 
(1) It was found that the uteri of guinea-pigs lost their 
contractibility in the winter. This was restored by five 
injections of 0.2 mg. of oestradiol benzoate subcutaneously 
it three-day intervals before sacrifice. (2) It became obvious 
early in the work that a large proportion, 30-40% of guinea- 
pigs, did not become adequately sensitized, sometimes to the 
carcinoma element only, sometimes to the normal elements 
as well, and so when a negative result was obtained with 4 
test serum, serum from a patient with proved carcinoma 
which had previously given a positive test was added t 
the uterus If there was still no contraction the uterus 
was regarded as inadequately sensitized and the result 
disregarded 
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Results 


Of the 301 patients with carcinoma tested, 291 were 
positive (Table I), an accuracy of 96.7 ; The 10 false neg: 
tives were: early squamous carcinoma of tongue, carcinoma 
of thyroid, astrocytoma, post-cricold squamous carcinoma 
malignant melanoma with secondaries in brain, malignant 


carcinoid adenocarcinoma of pancreas with secondaries 









Taste I Results in 291 Cases of Carcinoma 
Primary Met Recur 
Ca Total 
Only stasis rence 
€ 2 11 4? 
27 
f lu il ica 
15 20 6 
f stomac 13 10 23 
pr tate 4 16 ” 
| 1 5 19 
re 10 5 1s 
S« f skin 10 1 
Carcin ¢ 3 , 
T 1s r 1 hledd 9 ) 
Carcinom x 5 “1 
Squat na P g g 
A denoc 1 of o \ 5 2 7 
jal arcinoma of oesoy 4 3 7 
! ¢ é 
Ader r oma of ea 4 6 
rf , f s 
1 x 4 4 
Bas ell epithel na 4 4 
Ma « 2 2 4 
Adenocarcine " bod f uterus 4 4 
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Ct me ‘ of testis r I 
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? : I | 
TasBLe TI 
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t disease (without congestive failure) 3 
inial tension (no malignant cause found) 3 
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One each of the following was tested—Lupus ervthematosus, brachial 
neuritis, brain abscess, chronic cervicitis, cystitis, alcoholic patient, after 
repair Operation, mesothelioma pleura, subdural haematoma, exfoliative 
dermatitis, metropathia, oesophagitis, sebaceous cyst, Simmonds’s disease, 
Polycystic kidneys and hypertension, recurrent desmoid tumour of abdominal 
wall, simple ovarian cyst (serous), basal-cell papilloma, leuco-erythroblastic 
blood dyscrasia, muscular dystrophy, Hodgkin's disease, leucoplakia of 
vulva, non-specific granuloma dermis, malaria, teratoma of ovary, tabes, 
migraine headache 

in liver, primary squamous carcinoma of larynx, adeno- 
carcinoma of breast with secondaries in axillary glands, 
secondary adenocarcinoma (unknown primary) 

Of the 207 patients without carcinoma tested, 200 were 
negative (Table Il), an accuracy of 96.7 The seven false 
Positive results were: 
matous lesion of breast, infarct of brain, and four cases of 
nephrosis 


simple gastric ulcer, chronic granulo- 


Ten carcinomas were tested before and three weeks after 
removal: 6 were adenocarcinomas of breast, 2 were adeno 
carcinomas of rectum, and 2? were meningiomas. These cases 
Were chosen because so far as could be ascertained all the 


growth had been removed and there were no metastases, and 
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four months later they were still free of recurrence. Of the 
eight carcinomas of breast and rectum, five had become 
negative and three were still positive. The two meningiomas 
were still positive, but on testing them two months later 
they had become negative, as had the other three positive 
cases, 

Seven carcinomas were successfully removed but not 


tested prior to removal. The length of time since removal 


Was 
Squamous carcinoma of oesophagus 7 years 
Adenocarcinoma of uterus 6 a 
- colon 6 months 

Squamous carcinoma of lung 3 ; 

al i larynx 6 weeks 
Adenocarcinoma of breast 3 
Meningioma 3 


[he only extraneous factor which appeared to influence 
the result of a test was haemolysis in the serum, which 
tended to produce a false-positive result ; other factors such 
as keeping several days at room temperature or several 
months at —40° C. had no effect on the result. 

Makari stated that if he placed a normal uterus in serum 
containing antibodies to carcinoma then the muscle adsorbed 
the antibodies and was as suitable for testing as the uterus 
from the primarily sensitized guinea-pig This was not 
confirmed, and on studying Dalé’s (1913) original article it 
was seen that this was also what he found, but for some 
reason or other he was able to sensitize passively in this 
way muscle which had previously been actively sensitized 
and subsequently desensitized. 

Sarcomas._—When it was noted that a positive test was not 
elicited with sarcomatous sera it was important to discover 
if sera from patients with sarcoma would produce a positive 
reaction when tested in guinea-pigs sensitized to sarcoma ; 
so a reticulum-cell sarcoma, a lymphosarcoma, a fibro- 
sarcoma, and a leiomyosarcoma were extracted in the same 
way as the carcinomas, injected into guinea-pigs, and tested 
in the Schultz-Dale bath. It was not possible to produce 
one positive result from 12 sera from different patients with 
sarcoma and five patients with leukaemia. This is peculiar 
in view of the specificity of the test for carcinoma and there 
is no obvious explanation for it 


Discussion 


Quantitative Aspects.—-The test has not been found to be 
a useful quantitative measurement of the amount of 
tumour present in the body, for it was found that small 
carcinomas often produced as large a contraction as serum 
from a patient with a large bulk of tumour. The test there- 
fore is of no value in assessing the amount of carcinoma 
present in a patient, and no attempt has been made to carry 
it further than to elicit a positive or negative result. This 
is understandable, as the size of contraction is dependent on 
two factors: one is the amount of abnormal substance 
released from the tumour, which will depend on many 
different facts as well as size—for example, the degree of dif- 
ferentiation, vascularity, necrosis, and the organ in which 
the tumour is growing. The other more important factor is 
the amount of antibody present in the uterus; this is very 
variable 

It is important to know how small a tumour the test will 
reasonably detect. This was readily seen in the studies of 
small visible tumours—for example, skin, lip, and tongue 
In this group the test was found to be very accurate down 
to tumours of 4 in. (1.3 cm.) in diameter. When they were 
smaller accuracy decreased, and very small squamous car 
cinomas and basal-cell epitheliomas were negative This 
means that the test is valueless in detecting small areas of 
malignant change—for example, in a polyp or leukoplakia ; 
neither can a good prognosis be given merely because the 


test becomes negative post-operativels It is also of im- 
portance to realize that a negative result may not become 
established till some weeks after operation. 

False Negatives.-The squamous carcinoma of the tongue 
and larynx were both small tumours with no invasion of 
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netastasis, and they 
inflammatory 
It may be that these plasma cells were producing 
tumour and were neutralizing any 
ibnormal substance released from it. The carcinoma of the 
well differentiated tumour and might well 
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‘nign tumours, but it should be noted 


ircinoid tumour is the only tumou 


logical levels of 5-hydroxy-tryptamine 


is such on the sero 
nd the clinical findings. With this in mind it is possible 
that there might be a sonable explanation for five of the 
false negatives 
False Positives—The fact which stands out is the high 
percentage of false positives in patients with nephrosis 
There are many explanations of this finding, including the 
possibility of antidiuretic hormone causing non-specific 
contraction, but it should also do so in the non-sensitized 
horn there bstance in the serum of nephrosis 
sit to that found in carcinoma serum which is 
responsible for the positive reaction In the course of this 
ork chromat phic investigations of urine of patients 
th phrosis and carcinoma (Burrows and Neill, 1958) 
Sugee that this be So So far there is no satisfactory 
ex] tK 
Probably no ser tical test for cancer will ever be of use 
scree @ larec | pop wns, On account oF the 
g be f nor people w would have positive 
ests } have e vestigated I cancer, and this test 
is ‘xceptior W e it has been found of great value ts 
stud f patients in whom a question of carcinoma 1s 
i in diagnos e most valuable aspect of the 
st yeen in assessing patients who have had a carcinoma 
: d some t p y and have returned com 
lai f » Pp NT ci co ] ] ean rec I ence of the 
y \ in this group gave a positive 
Summary 
A test described Makari and Huck for serological 
diagnosis of carcinoma has been investigated There 
was 96.7 accurate diagnosis in 207 patients with non- 
disease and 96.7 accurate diagnosis in 


I he Us 


nomatous 


e and 


My thanks are 


advic with 
Victoria H 
1 
Burrows, D.. ar 
Da H.H 
D j. fF 
Ss. F 
Ag 
Greenstcin. J. P 
¥ t rx 
F 
G 
‘ . os 
43) 
VV 
k 
which 
W if 
| \ 
A | ; 
1 met 


th 


01 cases of histologically proved carcinomas 


limitations of the test are discussed 





i¢ to Professor J. H. Biggart for his help and 
work nd to the consu nts f the Royal 
Belfast, who de available their patients for 
D. W 58 r / 1 
; Pharmaco 4 
. S W r D T 
I a ) I S 
mistr A P 
r 3 
4 ¢ , 
\ H 4 imer ( r 39 
oo | 3 
, C ! n F.A.O. series « 
d food proble This 77-pa klet 
t hapters titled How the 
: Levels Nutrit The Nations 
] F.AO t Work The ain 
t a broad aud ce 
1 Most F.A.O 
t C t but this sez 
j 1 i Van and Hunger is 
H Majesty's Stat Othice price 


SCHULTZ-—-DALE TEST BRITISH 


Mepicat Journat 


INVESTIGATION OF THE 
IMMUNOLOGICALLY ACTIVE 
CONSTITUENT OF SERUM OF 

PATIENTS WITH 
CARCINOMA 
BY 


D. BURROWS, M.D. 


Department of Pathology, Queen’s University of Belfast 
AND 


D. W. NEILL, M.Sc., F.R.LC, 
Department of Biochemistry, Roval Victoria Hospital, 
Belfast 


[he demonstration in the serum of patients with car- 
cinoma of the presence of a substance capable of 
initiating contractions in the immune guinea-pig uterus 
suggested a study of such sera to elucidate its nature. 
In the absence of any information on its structure 
beyond its immunological similarity to some component 
of the carcinoma itself an attempt was made to separate 
Suitable sera on the basis of physical or chemical pro- 
perties and to test each of the separated fractions for 
Specific activity in the Schultz—-Dale bath Although 
a number of fractionation techniques were used it was 
found that in most cases efficient separation was 
ichieved only at the expense of partial denaturation of 
the protein constituents of the serum. Paper electro- 
phoresis did, however, achieve reasonably good separa- 
tion of the serum proteins without degradation, and 
ipparatus was set up to achieve separation on a prepara- 
tive scale by the technique of continuous electrophoresis. 

By this method the serum to be fractionated is applied 
to the top edge of a hanging sheet of filter paper down 
which buffered electrolyte flows, and along the vertical 
edges of which electrodes are applied which enable a 
potential difference to be applied across the sheet. Thus 
in travelling down the paper with the flowing electrolyte, 
the ionized components of the serum migrate towards 
their appropriate electrodes, at rates which are a func- 
tion of their electrophoretic mobility. As equilibrium 
is established, the slow-moving anions form bands across 
the sheet, and can be collected by arranging tubes along 
Serrations cut in the bottom edge. 


Method 


The continuous electrophoresis apparatus used was made 
up after the design of Holdsworth (1955), The flowing 


electrolyte was a barbitone buffer pH 8.6 made by 
dissolving 1.84 g. of barbitone and 10.3 g. of sodium barbi 
tone to | litre of aqueous solution, The apparatus accom 


lated paper sheets 17 in. (43 cm.) horizontal by 20! in 
5 n.) vertical, and in use a potential difference of 1,000 Vv 
was applied to platinum electrodes in contact with the 
vertical edges of the wet paper The serum was diluted 
1:1 with buffer and applied, so diluted, at the rate of 


0.5-1 ml. per hour by means of an automatic slow-motion 
lrive to the plunger of an all-glass syringe. Adequate 
separation was achieved in 24—48 hours, during which time 
the serum flow rate was adjusted to apply a total volume 


f 10-15 ml Ihe buffer flowing from the serrated bottom 
edge of the sheet carried the separated fractions into collec- 
ting tubes At the end of the run the positions of the 


separated fractions across the sheet were determined by 
immersing the sheet in a dye-bath of the wool dye 
issamine green S.F ifter rinsing in | aqueous acetic acid 
the serum protein components showed as green bands 
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Portions of fluid from each of the collecting tubes were 
then separately tested in the Schultz-Dale bath against 
the immune uterus. It was soon found that the diethyI- 
barbituric acid of the buffer inhibited contractions and it 
was found necessary to dialyse each sample in “ Visking 
cellophane * membranes against running water for 12 hours 
before testing 

In other experiments to achieve partial breakdown of 
serum proteins it was found that hydrolysis of serum for 
three hours with 3 vols. of 2 N HCI resulted in complete 
loss of activity, and trials with globulins precipitated by 
dialysis of the serum showed no activity in these fractions 


Results 

Electrophoretic separation was carried out as described 
on five sera, and in all cases it was found that the active 
material appeared in the two or three collecting tubes 
immediately preceding the albumin. It was thought that 
this indicated a protein or polypeptide of low molecular 
weight 

Hydrolysis of the active material with 2 N HCl for two 
hours at 100° C. and subsequent paper chromatography of 
the hydrolysate, using the phenol-water and collidine 
lutidine-water systems, gave large spots due to arginine and 
to the nephrosis peptide 

This finding of a peptide associated with nephrotic urine 
suggested an examination by paper chromatography of 
the urine of carcinoma patients. In each case samples of 


150 ul. of urine Were examined with the results shown in the 
Table. The urine of one patient with leiomyosarcoma also 
showed a spot in the position of nephrosis peptide 


No. of Patients 


Site of Carcamn Showing Not Showing 
Tested Nephrosis Nephrosis 
Peptide Peptide 
Breast 2 
Colon and rectur 4 4 0 
Lung 6 5 ' 
Prostate 3 2 I 
hyroid 2 2 0 
Oesop i : v0 
I 17 3 
Discussion 
he demonstration of a polypeptide. showing immuno 
ogical specificity in the serum of patients with carcinoma 
s of interest in the light of the findings of Winzler (1953) 
that there is an increase in polypeptides in the serum in 
carcinoma, and specifically of mucopolypeptide A quanti 
tative rise in mucoprotein in the serum is a teature of 
pneumonia, tuberculosis, rheumatic fever and other 
diseases (Winzler and Smyth, 1948), but it appears grom 
the above findings that the serum in carcinoma contains 


although much further study is 


a Specific polypeptids 
necessary to prove this and to gain ftprther intormation 


Aout its ature It had bee hoped that isolation of the 


active material from serum would facilitate the productipn 
f a superspecific antigen for sensitizing guinea-pigs in the 
Schultz—Dale test, but the active substance is a poly 


peptide presumably acts as a hapten and is therefore 
ncapable of producing sensitization by itself 

The finding of a high proportion of arginine in the acid 
hydrolysate of the act fraction is jn keeping with the 
observations of Toennies (1947), who quotes Schenk (1934) 
Rosedale (1928), Zbarskii ef al. (1944), Annau and Gézsy 
1934) and Klein and Ziese (1932) to the effect that tumour 


t arginine than 


tissue has consistently a higher proportion o 
normal tissue, and indeed no abnormality of amino-acid 


composition is more regularly found 

In the same way the occurrence of the nephrosis peptide 
Nn the active serum fraction is striking in view of the number 
of false-positive carcinoma tests which have previously 
deen shown to be found in, patients with nephrosis 
(Burrows, 1958). Such a finding could be interpreted in 


Several ways 
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1. The polypeptide found in patients with carcinoma and 
the nephrosis peptide of Dent are identical, and are respon- 
sible for the positive reaction in the Schultz—Dale test. 
This is unlikely in view of the failure to detect the 
nephrosis peptide in some cases of carcinoma which give 
a positive Schultz—Dale test and from the absence of a 
positive Schultz—Dale test in many cases of nephrosis in 
which there is high excretion of the peptide. 

2. The nephrosis peptide and the polypeptide in 
carcinoma may be identical but not specifically related to 
either disease process nor responsible for the Schultz—Dale 
test. This is supported by the theory of Arneil and Wilson 
(1953), who suggested that the nephrosis peptide is anti- 
diuretic hormone which is for some reason raised in 
nephrosis. Paper chromatography of 50 «1. of a commercial 
“ pitressin tannate ’’ showed a well-marked spot in the posi- 
tion of nephrosis peptide which lends support to this view 
Further, it has been shown that, in addition to an increased 
blood volume in patients with cancer, even the unaffected 
tissues of tumour-bearing animals contain a significantly 
higher water content than the corresponding tissues of normal 
animals (Robertson and Kahler, 1942). Since the body fluid 
volume is largely regulated by the release of antidiuretic 
hormone it might be reasonable on this evidence to expect a 
higher circulating level of antidiuretic hormone in patients 
with carcinoma. 

To investigate this question it was decided to study 
patients with advanced mammary carcinoma on whom hypo- 
physectomy had been carried out and who had thus had 
their source of antidiuretic hormone removed. Two of 
these patients were excreting more than 5 |. of urine in 
24 hours, so that there was no evidence of hypothalamic 
antidiuretic hormone. Paper chromatography of the urine 
from these cases showed well-defined spots due to nephrosis 
peptide, in amounts comparable to those in untreated 
carcinoma, It is thus suggested that the nephrosis peptide 
is not identical with antidiuretic hormone. 

3. The nephrosis peptide may be a breakdown product 
of a larger structure, produced in carcinoma from the 
tumour itself, and in nephrosis from the accelerated pro- 
tein catabolism known to occur. This assumes, with C. E 
Dent (1957, personal communication), that the nephrosis 
peptide is a group of polypeptides, and could be produced 
by a number of breakdown processes. The false-positive 
Schultz—Dale tests produced in some cases of nephrosis 
would then be the result of antigenic similarity between 
the group of polypeptides produced in this condition and 
the group produced in carcinoma, In the light of the above 
findings it is thought that this is the most likely explanation 
of the results 

Summary 

A polypeptide has been found in the serum of patients 
with carcinoma and not in the serum of normal persons 
or of patients with other diseases 

The substance shows immunological features similar 
to carcinoma tissue and underlines the difference 
between normal and carcinomatous tissue. 

This polypeptide is the active substance in the 
Schultz—Dale test for carcinoma. 

We thank Professor J. H. Biggart for his constant help and 


1dvice at all stages of this work, and Dr. J. A. Smyth for labora 


torv facilities 
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THE “UNEXPLAINED” HIGH 
ERYTHROCYTE SEDIMENTATION 
RATE 
BY 
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E. G. L. BYWATERS, M.B., F.R.C.P. 


Fron he De partment of Medicine Postgraduate Medical 
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Routine estimation of the erythrocyte sedimentation rate 
(E.S.R.) in new patients attending a rheumatism clinic 
sometimes reveals a value inexplicable in terms of the 
clinical diagnosis—for example, when the affliction ts 
thought to be of a non-inflammatory nature, such as 
degenerative joint disease or “ psychogenic rheumatism.” 
Such cases often remain diagnostic problems, and we 
have therefore reviewed all these cases seen over a period 
of 34 years. It seems to us important to document them, 
since medical literature in general neglects such patients 
(although they occur in every clinic) and tends to record 
only those who can be fitted into well-defined noso- 


logical categories. 


Methoc and Material 

Westergren’s (1926) method was employed, and due pre- 
cautions were taken with regard to contamination of the 
sample with skin-sterilizing alcohol (Sykes, 1948), to delay 
before setting-up of the sedimentation tube, to its verticality 
and cleanliness (Ham and Curtis, 1938), and to the room 
temperature (Romanus, 1944), 

From February. 1952, until September, 1955, 51 out of 
approximately 900 estimations on new patients were found 
to be above 20 mm. per hour for no good clinical reason 
Of these 51 cases 45 were re-examined and the E.S.R. was 
estimated again within one month of their first visit In 
14 it had returned to normal, so these patients were class 
fied as having a transient rise in their E.S.R. and are desig- 
nated group Il The E.S.R. in the remaining 31 patients 
-d abnormally high, and these are referred to as 





ren e 
group | 

Another re-examination of these group I patients was 
made in the out-patient department, looking particularly for 
evidence of tissue destruction or inflammation. No abnor- 
mality which could account for the high E.S.R. was found 
A chest r-ray examination, a fu | blood Cc unt, and i second 
rine examination were then done. with negative results 


The initial diagnoses are shown in Table I 











Taste | Initial Diag in 45 Ca with Unexplained Hi 
E.S.R 
G I Group Il 

Degenerative nt disease 5 a 
Arthralgiz 4 I 
Cer spondylosis 2 I 
Phiebot bos 
Psychogenic rhe i I 2 
Oedema of an extren 
Postural backache I 
Osteoporosis of spine ! 0 
Osteochondritis ! 0 

and arthralgia 0 l 
Acroparaesthesiac ) ! 
Prolapsed intervertet k ( ] 

Tota | 14 
Since a raised E.S.R. may be the only sign of scrious 

7 


lisease such as carcinoma or myelomatosis, further investi 
gations, including for most patients electrophoresis of the 
serun r protein pattern, differential agglutination titre 
D.A.1 Rose-Waaler), C-reactive protein, fibrinogen 


timation, L.E. cells, antistreptolysin titre, and serum uric 
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acid, were made. According to the results of these, other 
investigations were then instituted, including barium meal, 
barium enema, intravenous pyelography, and electrocardio- 
graphy. In all cases with joint symptoms a careful review 
of the x-ray films was undertaken, and in certain cases 
biopsy of the bone marrow or synovial membrane was 
made, and for these the patient was admitted to hospital. 


Results 


In only a small number of cases was it possible to estab- 
lish the cause of the raised E.S.R. after preliminary investi- 
gations, but the subsequent follow-up has allowed us to 
make a diagnosis in 20 out of the 31 in group I and in 
out of 14 in group II cases (Table II). It can be seen that 








TaB_e Il.—Final Conclusion on the Cause of Unexplained High 
E.S.R 
Group I Group I 
Rheumatoid arthritis 8 ( D.A.T. 4) 2( D.A.T. I) 
Probable rheumatoid arthritis 6 ( D.A.T. 1) 1 
Ankylosing spondylitis 0 " 
Phiebothrombosis 2 I 
noma of bronchus I 0 
ulosis of knee l 0 
Myclomatosis I 0 
Presence of cold agglutinins ! 0 
Diverticulitis 0 1 
Chronic bronchitis 0 1 
Persisting more 
Unexplained than | year 5 0 
Settled in | year 6 7 
Tota l ! 14 


in a large number of patients who were thought at first to 
have solely degenerative joint disease a final diagnosis of 
rheumatoid arthritis was made, 

A final diagnosis of rheumatoid arthritis was made in 
patients with polyarthritis (1) with a positive D.A.T., or 
(2) with erosions on x-ray films, or (3) with low viscosity 
high-protein-containing synovial fluid without infection. The 
final diagnosis of probable rheumatoid arthritis was made 
in patients with neither a positive D.A.T. nor x-ray erosion, 
but in whom pain, swelling, and limitation were present in 
multiple joints over a period of at least six months, without 
evidence of other conditions such as Reiter's syndrome, 
psoriasis, rheumatic fever, tuberculosis, lupus erythematosus 
etc 

Case Histories to Mlustrate Particular Points 

Case 1 (Group 1): Initial Diagnosis—Oedema, Not Yet Diag 
nosed; Final Conclusion—Rheumatoid Arthritis A 50-year-old 
woman was first seen in 1953, when she gave a two-year history 
of bouts of arthralgia persisting for three to four days every 
few weeks, and now complaining of intermittent swelling of the 
dorsum of both feet for six weeks. Apart from pitting oedema 
of the dorsum of the feet there were no abnormal physical signs 
x-ray films were normal, and the Rose test (Rose ef al., 1948) was 
negative, but the E.S.R. was persistently raised about 30 mm. in 
one hour The oedema settled, but she continued to have 
irthralgia. Two years later she developed swelling of the joints, 
initially palindromic but later persistent, and associated with 
severe pain and limitation of movement in the shoulder-, wrist- 
finger-, knee-, ankle-, and toce-joints: the Rose test was now posi- 
tive, and erosions have shown on the x-ray pictures of the hands 
and feet 

Case 2 (Group Il): Initial Diagnosis—Oedema ? Due t 
Lymphatic Obstruction; Final Conclusion Rheumatoid 

irthritis.—A 66-year-old woman presented with oedema of the 
dorsum of the left hand which was thought to be due to 
lymphatic obstruction secondary to a radical mastectomy. No 
other abnormal signs were found, but the E.S.R. was 42 mm. in 
one hour. Over the next two and a half years she had occasional 
swelling of the left hand, but the E.S.R. returned to normal. She 
then developed pain and stiffness in both wrists followed by soft 
tissue swelling. Other joints have become involved, the E.S.R 
has risen to 69 mm. in one hour, and numerous erosions show 
on the x-ray pictures 

Case 3: Initial Diagnosis—Degenerative Joint Disease; Fina 
Conclusion—Rheumatoid Arthritis —A 77-year-old man presented 


’ 


with pain and stiffness of the legs. worse after rest and improved 
by walking, for the preceding 12 months. 


There was minimal 
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limitation of full Knee flexion and no other abnormal signs. The 
E.S.R. varied between 30 and 35 mm. in one hour, and C-reactive 
protein was persistently present in the blood. The D.A.T. was 
positive 1:32 [he x-ray films showed only mild degenerative 
changes. With analgesics and physiotherapy he has shown slight 
improvement over the year Ihe E.S.R. has remained raised, 
but he has not developed any other evidence of disease. In this 
case the most likely diagnosis was thought to be “ anarthritic ”’ 


rheumatoid disease 


[he diagnosis of mono-articular arthritis at any age may 
be difficult In group I there were two patients, both 
middle-aged (56 and 63) and both known to have had 
degenerative joint disease for some time, in whom the 
development of an effusion was thought to be a traumatic 
synovitis. In view of the rise in E.S.R. further investigations 
were undertaken, although the x-ray films showed only 
nerative joint disease. In one the synovial fluid showed 
1 high-protein content with a low viscosity, while the D.A.1 






ind the subsequent course has been that of 
The synovial fluid in the other patient 
was compatible with degenerative joint disease. but. as his 
symptoms persisted despite physiotherapy and the E.S.R 
emained high, he was persuaded to have a synovial biopsy 
performed Histologically this case was of tuberculous 


C 


was positive 


heumatoid arthritis 


rtioiogy, later confirmed bacteriologically 
Difficu'ty in Establishing Cause of Raised E.S.R. 
Case 4: Initial Diagnosis—Osteoarthritis of the Knees; Final 
Conclusion—Multiple Myelomatosis, Osteoarthritis of Knees, 
Chronic Bronchitis \ 70-year-old woman was first seen in 


February, 1954, complaining of pain and swelling of both knees 
of five years’ duration Asthmatic bronchitis had rendered her 
dyspnoeic on exertion for many years. She was very obese and 
had poor movement of her chest with widespread rhonchi. Both 
knees showed degenerative joint disease. The E.S.R. was 30 mm 


in one hour; haemoglobin, 12 g. per 100 ml. The urine showed 
albuminuria Blood urea was 41 mg. per 100 ml Y-ray films 
showed degenerative joint disease in the knees and a large left 
ventricle with considerable unfolding of the aorta She was 
treated as an out-patient for degenerative joint disease with anal 
gesics and physiotherapy, and was given dietary advice. Because 
of increasing dyspnoea on exertion and at night, as well as 
persistent pains in the legs, she was admitted in June, 1954, when 
she had albuminuria; E.S.R., 83 mm. in one hour; D.A.T., 1:2; 
total serum proteins, 8.5 2 (albumin 4.3 globulin 4.2 g.); 
‘ood cholesterol, 248 mg. per 100 ml.; haemoglobin, 14 g. per 


100 ml.; W.B. 3,690 c.mm. In view of the high E.S.R. and 
ibnormal proteins it was suggested that her joint symptoms might 


be due to rheumatoid arthritis. She was treated with physio- 
therapy and analgesics with good effect, but the E.S.R. rose to 
110 mm. in one hour, the haemoglobin fell to 8.7 g., and the 
lectrophoretic pattern of the proteins became umore abnormal 
ind suggestive of myeclon A sternal marrow examination was 
performed which showed 60 myeloma cells There was no 


evidence of Bence Jones protein in the urine and no radiographic 
bone changes Ihe E.S.R has continued to rise and haemo 
globin to remain low, but in spite of generalized limb pain no 
adiographic abnormality has been detected 


Rise in E.S.R. in Relation to Disease 

When this study was first begun the possibility that a 
raised E.S.R. could result from malignant disease as yet 
asymptomatic was very much to the fore in our minds 
However, only one of our cases has so far proved to have 
a neoplasm, and in this case the diagnosis was not made 
until necropsy 

Case 5: Initial Diagnosis—Degenerative Joint Disease of 
Lumbar Spine; Final Conclusion—Carcinoma of Bronchus With 
Secondary Deposit——A 63-year-old woman was seen in 1952 
with a left-sided sciatica of two weeks’ duration. In 1945, be 
cause of cough and haemoptysis, she had had a chest x-ray ex 
imination which revealed a shadow at the right apex. Investi 
gations for neoplasm, including bronchoscopy, were negative. At 
the time we saw her her chest symptoms and x-ray picture were 
unchanged All other investigations were negative and she im 
Proved on bed rest. Nine months later she developed broncho 
pneumonia and was admitted elsewhere, where she died 


In a few cases the cause of the raised E.S.R. bore no 
relationship to the disease process which brought the patient 


to our clinic 
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Case 6: Initial Diagnosis—Cervical Spondylosis; Final Con- 
clusion—Cervical Spondylosis, Cold Agglutinins—A 42-year- 
old woman complained of pain and paraesthesiae in the left 
shoulder and arm. She showed marked limitation of movement 
of the cervical spine, and x-ray examination confirmed the 
presence of osteoarthritis in the cervical spine, involving the fifth 
and sixth vertebrae. The E.S.R, was raised to 100 mm. in one 
hour. Full investigations were instituted and a high titre of cold 
agglutinins discovered, 1:8,102 (2—5° C.), 1:128 (20° C.), 0 
(37° C.). It was felt these probably accounted for the E.S.R 
abnormality 


Cases in Which No Cause for High E.S.R. was Found 

If we consider the patients in whom no cause for the high 
E.S.R. could be found, these fall into two types : those in 
whom the rate fell to normal with remission of their 
symptoms but in whom no diagnosis was made, and those 
in whom it persisted at a high level. The following is an 
example of the first type: 

Case 7: Initial Diagnosis—Arthralgia; Final Conclusion—-Un- 
explained High E.S.R. Which Settled-—A 25-year-old man was 
seen in October, 1953, with a history of sore throat one year 
previously, followed by fever and general arthralgia. He had 
been treated with various antibiotics, with no apparent response 
subsequently improved, but then began to have bouts of inter- 
mittent fever and arthralgia lasting two to three days at a time 
There were no abnormal physical signs apart from right axillary 
ind bilateral epitrochlear lymphadenopathy. The E.S.R. was 
28 mm. in one hour, and all other investigations, including L.E 
cells, blood culture with CO, preparation, Coombs test, Brucella 
abortus agglutinations, D.A.T., plasma proteins liver biopsy 
E.C.G., x-ray examination of the joints and chest, and barium 
meal, were negative. While in hospital he continued to have 
pyrexial episodes spiking to 102° F. (38.9° C.), lasting for two to 
three days and remitting spontaneously: in some of these acute 
irthritis of the mid-tarsal joints developed, and on one occasion 
there was a small effusion into the right knee-joint. Occasionally 
he also had purpuric spots on the chest and limbs, although 
bleeding- and clotting-times and platelet counts were never ab- 
normal Salicylates caused symptomatic improvement; he 
gradually improved and the E.S.R. slowly returned to normal 
over a few months. He has remained well during the past 18 
months with only occasional arthralgia 

It is of course possible that he had a mild rheumatoid 
arthritis which cleared completely, or Schénlein—Henoch 
purpura, or rheumatic fever, but these diagnoses could not 
be substantiated 

There have been some patients in whom the raised E.S.R 
has persisted, whose general health has remained good, and 
n whom the E.S.R. was not apparently related to the 
patient's symptoms. 


Case &: Initial Diagnosis—-Degenerative Joint Disease of the 
Knees; Final Conclusion—No Cause for High E.S.R., Degenera- 
tive Joint Disease, Knees+A 75-year-old woman was seen in 
August, 1954, complaining of pain in both knees, particularly the 
right, for 20 years, which was getting worse. On examination, 
ipart from obesity, she showed only degenerative joint disease 
involving both knees. The E.S.R. was 23 mm. in one hour and 
x-ray examination confirmed the presence of degenerative joint 
disease. She was treated by weight reduction, analgesics, and 
physiotherapy with an excellent response, but in the subsequent 
two years her E.S.R. has remained between 30 and 35 mm. in 
one hour; the D.A.T., 1:2: protein, 6.8 g (albumin 3.6 g., 
globulins 3.2 g.); haemoglobin, 13.7 g. per 100 ml.; L.E. cells 
negative; and no other changes have shown on x-ray films. 


In other cases the E.S.R. appeared to be related to the 
disease process, but a diagnosis could not be established. 


Case 9: Initial Diagnosis—Psychogenic Rheumatism; Final 
Conclusion—Not Yet Diagnosed, Persistently Raised E.S.R 
A 47-year-old man noticed in 1954 the sudden onset of difficulty 
in walking because of stiffness and tightness of the legs associated 
with some weakness. At this time he had reddish-blue discolora- 
tion of toes and blotching of the dorsa of both feet, but no true 
claudication and no superficial phlebitis. On three occasions he 
had a rash on his legs, which when seen in the last attack was of 
a macular type. In addition he complained of general malaise, 
tiredness, headache, but had not lost weight, nor had he any 
history of fever. On examination he was very introspective, but 
no abnormal physical signs were found, apart from the remains 
of a rash. His E.S.R. varied between 100 and 118 mm. in one 
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hour; haemoglobin, 12.9 g. per 100 ml W.B.C., 6,000 (normal 
no albumin or Bence Jones protein 


differential); urine normal 


no L.E. cells; W.R AST... 73: DAT. 1:23 total 


> 


negative 


protein, 7.3 g (albumin 4.1 g., globulin 3.2 g.): protein electro 
phoresis normal; no cryoglobulins or other abnormal protein, 
from fibrinogen, which was 616 mg. per 100 ml icid and 
k e phosphatase. normal; blood urea, normal; x-ray film of 
lumbar spine norm x-ray film of the sinuses showed some 
ypac ff the right antrum He has been reviewed by Dr 
Edwin Clark, who could find no neurological abnormality, and 
M Peter Martin, who could find no abnormality in the 
peripheral vessels. Over the past two years his symptoms have 
rradually subsided with reassurance and analgesics The E.S.R 
nains between 69 and 80 mm. in one hou nd he still ha 
high fibrinogen content of th ood 
Here one of the rarer collagen disorders, such as pol) 
arteritis nodosa, was considered but not established 
Discussion 


Although the E.S.R, is higher in women than in men and 
variation, particularly in women 
quite apart 
1941) and pregnancy (Hamilton 
the value of 20 mm. in 


some day-to-day 
Greisheimer, 1927) and 
Benson and Rogers 

normal adults tt 
one hour, which we have taken as our upper limit of normal 
As age s less obvious and the 
normal range (Rein- 


shows 
trom menstruation 


1953) 


does not exceed 
ncreases, the sex difference 
level tends to rise, showing a wider 
bourne, 1952) 


In group I 15 of 
vetween 50 and 60 


our patients were over 60 years, 10 
ind six under 50. However, of those in 
whom we were unable to find an adequate explanation for 
the rise in E.S.R. only three were over 60, five being between 


50 and 60, and three under 50. It does not seem likely to us 


that in the two cases (Nos. 13 and 17) of the oldest age 
group, who have remained in good health and have now 
een followed for three and two years respectively with 


remaining between 20 and 30 mm. in one hour 

value is due solely to their age and 
third similar case the E.S.R 

under observation That it is important not 

to accept age as the reason for an E.S.R 20 and 30 

been carried out is shown by 


e E.S.R 


the raised randon 





tion, since in settled 
n five months 
betwee 


ntil full investigations have 


ther patients with a similar initial reading who have late 
leveloped obvious rheumatoid arthritis or been found to 
Xe sulle g from such diseases as tuberculosis of the kne« 
Out f 31 cases I a disease cess was diagnosed 
20 a tf uch n >‘ ne if d d I ot we mec mOvViE us i¢ I 
¢ 1 of time These results are similar to those of Cutler 
1932 though the ctual final diagnosis differed from his 
ce | series showed a high incidence of chest diseases 
S irl ir resuit sh uld not De Strictiv c T nared will 
t f Liljestrand (Liljestrand 1 Olhagen, 1955 ; Olhagen 
and Liljestrand, 1955) ce our cases we selected b 
terral to a rheumatology clinic, whereas his came from a 
v i edical c C However, we agree with him that 
carc ma as a cause of this high E.S.R. is rare. In his 
series Oo 37 cases witl i raised E.S.R of obscure cause, 
final explanation could be given in 21 cases, and these 
\ e WW € j Sir lar 7roup ] 1] Cases, & were 
A and tl mnosis does not ’ this distance 
id 
The high incidence of rheumatoid arthritis in patients 
idvancing years and the difficulty in establishing it 
nos ire I part if t st ( I 1] i fairl 
I it dia Va nade 14 of tl itients, though 
eight fulfilled the criteria described earlier This 
problem has been discussed by Bagratuni (1956). who 
described what he calls “ anarthritic rheumatoid disease.” 
[he entit described netimes as the fibrositic prodromal 
phase of rheumatoid arthritis, is well known (Ropes and 
B 1945) but whereas in his cases there was little 
dence to suggest joint involvement, in all except one of 
u ther was ultimately definite evidence of arthritis The 
ue of a rise in E.S.R. in differentiating early arthritis fron 
fibrositic pains has also been stressed by Slocumb (1936). and 
can be confirmed by us in cases not included in this series 
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Summary 


An unexplained rise of the sedimentation rate above 
20 mm. in one hour was found in 51 new patients out of 
approximately 900 attending a rheumatology clinic over 
a period of 3} years 

rhirty-one of these remained high over one month, 
and eight of them have developed typical rheumatoid 
arthritis, while six are probably suffering from this dis- 
order. In eleven others no cause for the raised E.S.R 
could be found, and their general health has remained 
good. In five it returned to normal within one year, 
while in six it has remained high. 

Che presence of a high E.S.R. should lead to a careful 
assessment and investigation of the patient, but, par- 
ticularly in older people, it is not necessarily associated 
with a bad prognosis 
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THERAPEUTIC TRIAL OF 
AZACYCLONOL 


BY 


S. GRAY, M.B., D.P.M. 


AND 


FORREST, M.B., M.R.C.P., D.P.M. 

Royal Edinbureh Hospital for Mental and Nervous 
Disorders 

been the subject of 


\zacyclonol (“ frenquel”) has 


pharmacological study in America since 1954. Chemi- 
cally it is related to pipradol hydrochloride (* mera- 
tran’), which is alpha-(2-piperidyl) benzhydrol hydro- 


chloride, while azacyclonol is the gamma_ isomer, 
alpha-(4-piperidyl) benzhydrol hydrochloride. A7a- 
cyclonol has been shown to protect subjects against 
the experimental psychosis induced by lysergic acid 
diethylamide (Fabing, 1955). The central effect appears 
from that of and = chlorpromazine, 
act on the mesodiencephalic activating system 


\zacyclonol again differs in its effects from pipradrol 


to differ reserpine 


which 


hydrochloride, which is believed to be a central stimu- 
lant without concomitant autonomic effects (Rinaldi, 
Rudy, and Himwich, 1955). Favourable clinical re- 
sponses to azacyclonol in various psychotic states have 
been reported (Fabing and Hawkins, 1955; Cohen 
ind Parlour, 1956 ; Browne, 1956). The best responses 
were obtained in toxic hallucinatory states (Proctor and 
Odland, 1956), whereas the results in schizophrenia 
have been somewhat variable. This paper presents the 
results of treatment with azacyclonol in 56 patients with 
schizophrenia and two patients with alcoholic hallucina- 
tory States 
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Controlled Trial 

Forty patients (20 female and 20 male) were the subjects 
of a controlled trial. The mean age of the women was 51, 
with a range of 28-75 years. The mean age of the men was 
38, with a range of 18-63 years. For the whole group the 
length of stay in hospital ranged from 6 months to 27 years, 
the mean being 10 years The diagnosis in each case was 
schizophrenia (hebephrenia 20, paranoid schizophrenia 19, 
catatonic schizophrenia 1) The only criteria for admission 
to the trial were that the diagnosis was schizophrenia and 
that the patient appeared to be subject to hallucinatory 
Thirty patients were able to discuss these 
experiences at interview. We decided that it would be 
unreasonable to withdraw any drugs the patients were 
ilready receiving, provided that there had been no change in 
their mental condition attributable to these drugs in the four 
In fact, 17 patients 


expericnce 


weeks prior to the onset of the trial 


were receiving reserpine and 6 were receiving chlorpromazine 
These drugs were continued unchanged during the course of 
the trial. On the other hand, we decided that if a patient's 





then that patient would 
wave to be withdrawn from the trial. One man was with- 
r three days. Two women were with- 
drawn after five days, as they refused to take the tablets. 
replaced, the replacements being 


clinical condition indicated E.C.T 
drawn for this reason afte 


These three patients were 
cored *’ as if they had begun the trial on the proper date 

to Groups.—With the use of random numbers 
1 Hill's Principles of Medical Statistics) 
groups of 10 The 


{/location 
taken from Bradtfor« 


allocated o foul 


1 meanwhile made up the azacyclonol (20 mg.) 


he patients 


pha nacist hac 











ind placebo tabl © bottles labelled A and B. Group 1 
had five weeks on A, then five weeks on B. Group 2 went 
through the reverse sequence. Group 3 had tablet A and 
Group 4 had tablet B for the whole period of 10 weeks 
Ihe d s | tablet three times a day The nature of 
iblets A d B was known only t t pha cist until 
he tria ynpleted 

Method « {ssessment All the patients were interviewed 
elore the tria Furthe nterviews were held at 3, 3 we and 
0 weeks, each observer seeing the same patients throughout 
At each interview information regarding hallucinations, 
lelusions, and range of activity was recorded on a prepared 

d. In addit clinical rating —that is nproved, no 

inge, or wor was entered on the card During the 
period the tr 10 eks) white blood cell counts were 
nade at fortnight ntery each patient 

Toxicity Study 
Four patients were studied outside the controlled trial 


These patients were kept in bed and were given azacyclonol 


lood pressure 


remperature, pulse, and 


60 mg. daily 
supine position, mean of two readings) were recorded twice 
Liver-function tests, estimation of blood urea nitro 
counts were performed on the day before 


Fluid intake 


daily. 
gen, and W.B.¢ 
ind on the second and ninth days of the trial 


ind output were measured over 24-hour periods before the 
trial and during the sixth day and night. The patients were 
examined for evidence of skin rashes before and on the nintl 
dav of the t | 
Clinical Trial 
Apart from the controlled trial, 18 patients have been 


treated with azacyclonol over periods ranging from four 
weeks to three months. The dosage has varied from 60 to 
180 mg. daily Ihe mean age of this group is 30, with a 
range of 18 to 42 vears. The diagnoses were schizophrenia 
(16 patients) and alcoholic hallucinatory states (2 patients) 
The length of stay in hospital ranged from one day to 10 


years, the mean being 18 months 


Results of Controlled Trial 


In accordance with the method described above it was 
Possible to compare the changes in clinical rating during 30 
and 30“ placebo periods ” in the 40 


“azacyclonol periods ” 
The results are shown in Table I. 


Patients under study. 


D 


TaBLe I.—Controlled Trial (40 Patients) 
——— —$———— 
No. of | 





No | ‘ 

Treatment Patients | Change Improved Worse | Total 
Azacyclonol 30 | 19(63-4%) | 10(33-3%) | 1(3-3%) 30 
Placebo . 30 15 (50°) 14 (47-7%) | 1 (3-3%) 30 

Total , 60 34 (56-7°%) | 24 (40%) 2 (3-3%) 60 


772 -0-556. P< 0-5 >0-2. 


[wo points of interest emerge from these rather surprising 
results. Firstly, a comparison of the results in patients 
receiving other drugs with those receiving azacyclonol alone. 
There were 11 patients who received azacyclonol alone, four 
of these showing improvement. Of the 19 who received 
other drugs in addition to azacyclonol, six showed improve- 
ment. The difference is not significant. Secondly, in the 
male patients there were some obvious changes in activity 
during the trial—that is, activity as exemplified in the inter- 
view situation ; for instance, the patients were more talkative 

In fact, one of them was rated as worse on 
more obvious disturbance in thinking and 
The changes in the 20 male patients are shown 


and restless 
account of 
perception, 


in Table II. 


Taste I].—Controlled Trial (20 Male Patients) 
Activity Rating 
No. of 
Treatme Patients More No 
Total 
Active Change 
Azacyclonol 15 Ss 10 15 
Placebo 15 0 15 15 
To 30 5 25 0 
3..3 P 0-2>( 


As regards alteration in hallucinatory experience, evidence 
is available about 30 patients (involving 47 
observation) who were willing and able to discuss their 
hallucinatory experiences at interview. Every patient had 
iuditory hallucinations, but three patients had visual hallu- 
cinations in addition. The results are shown in Table III. 
lwo patients claimed that their visual hallucinations stopped 
entirely ; as regards the auditory hallucinations, our impres- 
ilthough there was a diminution in intensity 


in some patients, in none of the patients did 


periods of 


sion was that, 
ind frequenc 
the experience cease entirely. 


TasBLe 1.—Controlled Trial (30 Patients) 


Changes in Hallucinat 
lreatme 

No Change | Improved Total 

Az7acyc 19 5 24 
Placebo 0 3 23 
Tota 9 8 47 

Results of Toxicity Studies 
The W.B.C. counts made at fortnightly intervals during 


the controlled trial revealed no significant alteration during 
either the azacyclonol or the placebo periods. There was no 
observed alteration in temperature, pulse, blood pressure, 


rasre [\ Fluid Balance and Blood Urea Nitrogen Before and 
During Treatment with Azacycionol 


Pre-trial Azacyclonol 
, In- Day Night | B.U.N.| In- Dav Nicht B.U.N 
Patient | take Urine | Urine (mg take | urine | Urine (mg 
(oz.) (oz.) (oz.) (100 ml.)| (oz.) 100 ml.) 
M. Mc 44 $3 22 11-6 54 Si 27 16-2 
(1012) (1024) (1014) (1022) 
w. S. 40 31 24 24:5 64 46 59 55-0 
(1012) | (1014) ( ) (1014) 
J. MeG 42 29 16 16-2 48 54 14 9-3 
(1018) | (1022) (—) (1024) 
52 16 16 12-9 4s 6 19 10-6 
(10227) (1024) ( ) (1020) 


The figures jn parentheses refer to the specific gravity of the urine samples. 
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W.B.C. counts, or liver-function tests in the four patients pyjamas. The patient’s mother suffered from ideas of perse- 
bjected to detailed study Iwo patients showed an cution and one brother was an epileptic. Physical examina- 
crease in blood urea nitrogen : in both cases there was an tion on admission revealed no abnormality An E.E.G 
sociated alteration in fluid balance with a tendency to an showed nothing conclusive, although there was some slow 
reased volume of night urine (see Table IV). None of ictivity in the right temporal region Mentally he was 

se patients showed any abnormal urinary constituents at perplexed and restless. He was quizzical in manner and 
his time. One patient (W. S.) had previously been suspected uncooperative in a humorous sort of way. He was auditorily 
having renal damage. but investigations had been hallucinated and felt he was being influenced by some 
zative. Subsequent to this trial he was found to have igency outside himself. He was put on azacyclonol, 100 mg 
dence of renal changes compatible with a diagnosis ol t.d.s.. but became very excited, and the drug was stopped 

h ¢ nephritis though he was at the time symptom-free ifter 48 hours For a week he was treated with chlor- 

promazine (100 mg. t.d.s.); his behaviour became more 

Results of Clinical Trial controlled, but his hallucinations and feelings of being 

influenced persisted unchanged Then the chlorpromazine 

ese patients were seen by one of us (A. D. F.) before was stopped and he was given azacyclonol, 60 mg. t.ds 
was begun, and thereafter at intervals of three Three weeks later his hallucinations and feelings of influence 

ks. The changes in “ clinical rating ~ and in hallucinatory had ceased He was much more alert and no longer 

\perience are shown Table \ perplexed. He gave in his notice a week later and was 

discharged from hospital 
I \ ( ] ( v sin Clu R 
Hi , “ P. 
Discussion 
No Change | Impr wed | Worse | Tota This trial has served to emphasize some important factors 
, involved in the evaluation of new drugs in _ psychiatry 
10 . “ Firstly, chronic schizophrenics improve as a result of the 
I 1s ve idditional attention involved in any therapeutic trial 
Secondly, psychiatric assessment when applied to minor 
degrees of change in mental state is not very precise 
should be emphasized that in four patients the ilthough probably more informative than any other 
cinatory experience stopped completely Iwo of these techniques available Many of the drugs at present used 
eceived E.C.1 yut in each case there had been a in chronic schizophrenia produce quite clear effects—for 
juction in hallucinato experience before the E.C.T. was nstance, the weight and behaviour changes of reserpine 
egun Three patients were on reserpine and three o1 ind trials of such drugs are not really blind.” This trial 
promazine when the azacvclonol was introduced. These was blind ° the nursing staff were unable to distingui 
lrugs were continued as in the controlled trial These the active preparation from the placebo Another point is 
nts did rathe rse than the group as a whole—that is that improvement in chronic schizophrenics treated with 
out of the six improved. Of the 13 patients wh« new drugs has usually implied greater conformity with the 
d o1 icyclonol., f have since been discharged spital ime. Such an effect is beneficial from the point 
‘ ve left spital f 1 pe 1 of leave We are f view of the hospital and of the patient, but is of little help 
g 5 { s of icvclonol evaluating the effect of the drug on the disease process 
fy? | ‘ t \ X 1 seems to have no sedative effect ind 
prove n behaviour appears to be secondary t 
illustrative Cases t effects of the drug on the disturbances of thought and 
Brief } t I eft host yerception as seen schizophrenia and some acute toxk 
¢ chose I Tact, it 1s o1 impression that izacyclor acs 
D i H 4 41-ve tl ebral st t 
f alc had bee Feild 1 (1957 la p tudy of lous atara 
: t id iri not bulenc i ide-effect of treatment 
x c t (0.7 [ s (the parable fig f 
I k ¢ h ( I ce" ish used, w nde 
id i, to d tl ss, active stage first reported by 
i B 1 kK 1YS5) d pine In an attemp 
i | t k h ' ‘ 1 | iny eff on norma 
c ’ 4() y t ) and plac (2 tablets) on 
phe M t S \ volunteers (the drt rde 
: | ¢ I p 1 no effects, two reportec 
r th v} ( ported over 
} both « though more pronounced « 
} H { Vol was ker These result 
ce Of Viel) } te lus n lir th th rvation 
H P i } it 1 
B A ' t I tl ul t of e usua 
H nat K pe i ? tly ( early enthustasn ad later criticism ilthough 
. il t re | been a f degree of consistency among 
t tI jit I nat had t reports in th t tr The earlier reports defined 
tI r led t I s tl main indication, and reported good 
I it ult i! chron ell a iculte cases Fabir and 
br. t tment I pt f Hawkins, 1955; Rinaldi et al., 1955 Later papers reportec 
Wt h later | vd ts in acute schizophrenic reactions and in toxic 
r iliucinat tat (Cohen and Parlour, 1956; Proct and 
Case ) 4 19 th Odland, 195¢ The most t paper (Forster and Hender 
kout t work n, 1957) report trial in 18 chronic schizophrenics 

H t | for instar t th which | fit s ot ed in only one patient Ihe dosage 

k at k t | 7 He | n ' d in these various trials varied from 60 to 400 mg. daily 
nt bel G n he v I} ontrolled trial ported here is open to severa 


i k ind d t treet h it ’ 1] patients re | chronic and the dosage 
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TRIAL OF 


was S (60 mg. daily). More important was an intrinsic 
defect in our method of assessment, which resulted in the 
appa rity of the placebo to the drug We think 

















that th tion lies in the stimulant effect of the drug 
qui t t Feldman’s observation of turbulence ”), 
whicl de the patient's mental disturbance more obvious 
in the ew situation That this can also be true of 
reserpine W n confirm from personal experience But 
even these ticisms of our method, our result 
do t it CVC ol unlikely to be a very usef 
drug { t tment of chronic schizophren 
Th t fr our clinic t see pre ISH enough to 
W i i trial of the dru 1 cases of ac 
nia i oholic | lucin< S Or difficulty i 
e irt the I ucn cute cases 1S that 
proj it spor eo nd no ec! criteria are 
vet " for indicatin vhich patients should have 
C » { An paj oO example 
Coh 1 Parlor 1956)—suegested that cvclonol had 
very lit hallucinatory effect. Our experience suggests 
it | xperiet of cent onset, v eC! 
c te 1 ind tion for itment with 
Th eport ol I xic side-effect of icyclonol 
cont I the f_ er | Forst ind Henderson (1957) 
They f i I t rt nitrogen in 11 out 
f 18 reated with azacyclonol We have found 
chal sii oO pati One of these was lat 
to | igr dic chronic nepl How 
€ 1 I c did ill er t na 
evels | “ redi 
Summary 
We have des ) controlled trial of azacyclonol 
1 40 chronic schizophrenic patients The results sug- 
gest tI { ¢ nol not going to be otf great value 
the itment of this type of patient 
We subsequently treated 18 patients 16 schizo- 
phrenic 2 toxic hallucinatory states) with azacyclonol 
[he illness was of more recent onset in these patients 
than | those ver n the controlled trial 13 
patients improved and 6 have since left hospital 
Our clinical impression is that azacyclonol has a 
central nulant action and that part of the poor 
esu yf the drug in the controlled trial was due to the 
mask 4 tlects of excitement and overactivit, 
The only toxic effect observed was a rise of blood 
re litrogen in two patients out of a group of fou 
who were subjected to detailed study In one patient 
the elevation was not of significant degree, and in the 
ther patient evidence of chronic nephritis was later 
establishex 
W 1) I A \i ynvsi W d 
adv D D. ¢ ! nd | rT f« 
( i 1 sec ial staff 
1 u dM R. WLR ds, of Rik Lahe 
ya} with f kK d ¢ 
F J \ k S { ” 4 158 
‘ 1 , D 123 ; 
( S RR ) in y 162 g 
F H.sp 121 8 
1 | sR ) 16 
Fe P. | in 113 
F \“ H 4 1 r { 76 
Pr " .) | dD .) 17 
R : 4 H H H. ft »s 1 
112 
Plans of the new building for the National Libra ol 


five-story building with 
little than 


Medicine, Washington, provide for a 


accommodation for 1.290.000 volumes mo 


double the present number) 
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With 


147 by 


the preparation of 
Behrens 


oral form of 


phenoxymethyipenicillin § in 
ind his co-workers an important stable 
penicillin Effective 
have been 
reported by many observers (Wright et al Martin 
l., 1955; Rinsler Holborrow et 


A number of diseases have been successfully 


was introduced. 
levels 


1955: 


ibsorption and therapeutic blood 


fa 
ct ad 


al., 1956) 


and Cunliffe, 1956; 


treated with the drug, infections 
(Hart et al 
(Breese 


including pulmonary 
beta-haemolvtic streptococcal infec- 
Disney, dental 
(Hermann, 1955), and gonorrhoeal urethritis (Marmell 
ind Prigot, and Weir, 1956). In subacute 
bacterial endocarditis clinical experience with phenoxy- 
A cautious approach 
is necessary in which a relatively 
short time ago was associated with such a high mortality, 
favourably in most 


1956). 


tions and 1956), abscesses 


1956: Love 


methylpenicillin is more limited 


treating a condition 


and which responds so cases to 


parenteral penicillin [his disease can be successfully 


treated by oral phenoxymethylpenicillin, however, as is 


shown by the two cases described, in one of which it was 


the sole form of antibiotic therap\ 
Case |! 
\ tema d estic worke iged 37 presented with a tw 
eck history o headache, malaise loss ¢ I energy, sor 
throat, joint pains, anorexia, vomiting, and feve She gave 
past history of acute rheumatic fever at the age of 24, 


vhen sl vas confined to bed for four months 

On examination she was pyrexial and had dental caries 
Her fingers were clubbed. She had a sinus tachycardia, the 
characteristic murmurs of mitral stenosis and rgitatior 





1 


ind moderate cardiomegaly, but no evidence of congestive 
irdiac failure Her spleen was not palpable 
Invest ons Haemoglobin, 8.1 g./100 ml leucocyte 
count, 12,000 c.mn E.S.R. (Westergren), 65 mm. in the 


rine showed red blood cells 


the 


the chest showed 


first hour ; microscopy ol 


ray examination ol mitral card 





figuration with increased pulmonary vascula 


irdiogran showed notched P waves 
nd this may have been due to a 


t before adm 


cultures were negative 


course of sulphona 


mides jus 





4 Vi c iu 
hospital, but the seventh vielded a growth of Streptoco . 

ridans 

Treatment was begun with intramuscular injections <¢ 
crystalline penicillin, 500,000 units six-houriy, and_ this 
dose was gradually increased over two weeks to 3,000,000 
units six-hourly in view « he persistence of pyrexia and 
elevation of the E.S.R 

Soon after parenteral therapy was started local pain and 
tenderness occurred at the injection sites, and was associated 
with progressively increasing bruising and oedema The 
temperature remained high and a_ two-weeks course of 
streptomycin, 1 g. intramuscularly daily, was given, but with 
no effect on the raised te npel itt re \t th ‘ time bec: use 
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C ctions to the injections, al dental treatment was successfully carried out. Just before 

ente era e stopped and penicillin discharge from hospital the typical murmur of mitral 

ad instead stenosis became audible 
! S } OX el in Wa givel 
i ‘ } h probenec Serum Penicillin Levels 
, 2 , . 2 . z . : = . : 1} . stin ilk scrul pel ae i n AX Ves Wal done D\ 
7 : ; ~ 5 lilutions in phenol-red—glucose serum medium (May et a 
} [ erat 14 

4 In ( 1 u fectin ins Was sensitive to 

PROBENECID 6/24 HR f wows 0.4 t of pe lin per m I Table shows the serum 
potas M PHENOXYME THYL 6e < ilin ieve ttained witl pal eral penicil n and with 
PEMICILLIN G /24HR eee iitfcrent doses of oral phenoxymethylpenicillin with and 
[ tl pr ecid. It w be seen that the intramuscular 

REPTONYCIN 6/26 WR ‘ re oon d 3} meg nits of crystalline penicillin produced a 
RYSTALLINE PEN win \ + I ts all c ul which was more in 
me uNiT 4 HR ee 1ec¢ te to deal with the din streptococcus, Dut the 
pe t ¢ ned elevated Increasing doses of 

A [ a | \ thy enicl I e given t ISSCSS vhethe n 

> el yenicil 1 levels produced would be adequate thera 

me ~“* J 4 ‘ peutica With doses of 60 to 500 mg. the half-hour 

ve / A els tf 0.03 to 0.06 1 t/ml were barel idequate 

8 — a Al \/ h im every ¢ { t I ‘2 | was suflicient 


With a I-g. dose a half-hour lev { 8 units/ml. was pro- 








: -seeseaerse 2 juced and a two-h level of 2 units/ml. In view of these 
me Wt Weeks esults it s considered advisable to maintain treatment 
’ see , with a dose of tassit phenoxymethylpenicillin of 1,064 
g.. rather than with the initial dose of 399 mg. With the 
E.S.R in to fal Iwo weeks later the dose potassiul iddit probenecid, however, high blood levels of I¢ 
€ $ creased 064 g \ 
. i be , ‘ i " S$ t Penicillin I 
. Veit uy J VA ‘ v , c . 
C scence d (see Ch I pite he 
; Se P li 
ses ol icill d stir D f - 
D . Le 
c side-effec cect 1. During the ter part « ei, 
i1escer dg t t was ccessi C 1} 4hr 
he patient s disc d after t onths, a 
e x e penic in-free acid, 5U0U g. ic ( lv, W 
R I 0 4 
ued | he subsequent six nths, dt which the 
k ¢ tl t-patient dey ‘ ; 
eC e) ) 22 16 4 
Ja 
Cas 2 64 0 0-0 
. P ) ) OM 
\ i4 s firs ) Ora ) d( 
Ck t I iss 8) 
ch S } > 7 k _ ) } ) 0-0 
” F | ) ( ( 
> > d 40) 0 0 1-0 
) 4 p + xz 
Oo = h ’ uly 
R L f 1 . 0 4-0 
C Her f { ‘ 4 
t ? ; ‘ 
S a 
x j 1 four h sn 
, ' ‘ P 1 
| n Case 2 
) i x hy! penicillin-t C 
i i e | : nst 
| ? { j Srre } \ t 0.15 1 to 
ES I 60 dose produced inadec e 
: J 
‘ dequat od les 
“ ' els showed a progress 
it ers ind the addition « ri 
if ¢ I i [ t kk ot * 
! t Al los d fror 3 to 4 units/n 
h H r d [his patient, therefore. was given 
I h | . t maintenan ar { phenoxymethylIpenicillin-free acid 
1) ‘ ‘ Ten da ‘ os O00 t togethe vith probene id 25 fail 
tor blood levels produc d by tl 
. ; as 


it i ter prober 1, 0.5 x-hourly, wa I fre the Table that effective therapeutic 

1ded Treat nt w conti 1 for furtk x seh | : in be easily attained and maintained 
during which t pid prog A mad The patier ljustment of the dose of oral penicillin, given with the 
was discharged t tinue phenoxymethylper in, 2401 Idition of probenecid if necessary, provided the sensitivity 


f hour D th tter phase of convalescer I fecting organism to penicillin is high 
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‘ . We are indebted to Professor G. M. Wilson for his valuable 
Discussion ' N ; - 
help and advice, to Dr. J. Colquhoun and Miss E. C. Scorer, of 
There e reports of successful treatment of subacute the department of bacteriology, Sheffield Royal Infirmary, for 
bacterial endocarditis with phenoxymethylpenicillin. Quinn carrying out the serum penicillin estimations, and to Sister Jean 
: ring r her generous st : 
et al. (1956) describe four cases, in two of which a Strep ring for her generous assistance 
irida ifection was treated successfully with 7.2 g. daily 
, Ps REFERENCES 
r six ks. In the third patient the infection was due 
f oA ; nd tl a sal di ral Behrer O. K., Cor J.. Edward J. P.. Garrison, I Jor R. G 
a species and treatment comprised ora x O. F.. Va A e, F. R 1 Whitehead, C. W 1948 
phenoxymethylpenicillin together with parenteral strepto Chem., 175, 793 
. | lrost stomvein The | : Blo i, A. L. (1950). Circulation, 2, 801 
VC ihydrostreptomycin ne fourth case was Bre B. B.. and Disney, F. A. (1956) imer. J. D Child.. 92, 2 
ess " | owing to penicillin-resistant Micrococcus Cates, J. E., and ¢ t V. (1951). Quart. J. Med., 20, 93 
tir r tr ‘ h hb Sue oo ( Sand < iW G 
Martin e¢ al. (1956) treated two cases success- C!auhoun, J., Scorer, E , 
es of 12,000,000 units daily, supplemented I M. (1954). ¢ ulation, 9 
aa , Ha r, M S ». J. Lat M 36. § 
: ™ Hart. F. D., B D., M R., and Brown, G 156). Br ’ 
the two cases reported here the use of oral penicillit 1, 49 
, ere steamer Hermann, H. (1955). Dtsch. Zahndrztebl., 9. 360 
vas In d | he difficulties associated with parenteral Holborrow. E. J., Byw E. G. L., and Jot G. D. a I 
€ he first patient was “inning to respond favour med. J., 2. 1338, 1355 
, : Hunter, T. H. (19 dimer. Heart J., 42, 472 
itramuscula penicillin had to be abandoned Lancet. 1954. 1. 1 
wing to local reactions following the mechanical trauma of I . J.. and W Ansie inp ‘ P 1. N 
njections Ihe persistence of pyrexia in this patient, when Marn J.. and Pr 4 56). I ; 
the infecting organisms showed such a marked sensitivity Martin, R., Chabbert, Y., Sureau, B., and Cayla, E. (195¢ Pr n 
| t 1] ] | i 64 165° 
to peniciiimn nd the penicillin blood levels seemed quite Martin. W. J Nichols. D. R and Heilman. | R. (1955). Pr Maye 
leqt therapet | \ thought to be due to the Clin.. 30, 4€ 
: . May. J. R., Vourcka. A. EF and = Flemin 4. (194 Brit. med. J., 1. ¢ 
extens tissue des clic ssociated with these local Quinn, E. I Colville. J. M.. Cox. I and Truant. J. (1956 J. Amer 
eact The rapid fall of temperature on withdrawal ol med. Ass., 160, 93 
; , : Rinsler, M. G., a rf ff A. C. (1956 Lancet, 2, 328 
yjections tended to confirm this In Case parenteral Wright, W. W., Kirshbaum, A., Arret, B., Putnam, L. E., and Welch. H 
erapy s not used at all, as the severe emaciation and (1955). Antibiot. Med., 1, 490 
oss ¢ us tissue, especially of the buttocks, contra 
ndicated a vonged course of frequent injections The 
gh sensitivity of the infecting organism to penicillin and 
the therapeutic blood levels attainable with phenoxymethy! DETERMINATION OF PEROXIDASE 
penicillir sec lable) were idditional indications for this r 
rm of the p Though the use of phenoxymet! yl IN URINE 
penicillin may be associated with gastro-intestinal side- . . — . . _ , . 
Sos lid , ‘ ' tiene . SIMPLE METHOD FOR ROUTINE EXAMINATION 
efiects, tne I ne occur in these wo yatients, even a . pone a7;rEe , 
- : 1 ’ e , bes OF URINE FOR ERYTHROCYTES AND 
vith a prolonged course of treatmen —- . 
, : Z LEUCOCYTES 
The two important considerations in the treatment of sub- 
I 
cute bacter endocarditis are the production of frequent BY 


penicillin concentration in the blood (Finland 





54:31 t, 1954) and a prolonged course of therapy last 
ng at least four to six weeks (Bloomfield, 1950; Cates and 
Christie, 1951 : Hunter, 1951), although satisfactory results 
have been claimed with shorter courses of penicillin 
Hamburg ind St 1950) Among the factors pre- 
SPX relapse is short course of treatment (Cates 
nd Christie, 1951) Whereas phenoxymethylpenicillin 
cannot produce penicillin blood concentrations comparable 
thos f nteral penicillin, it does offer an easy and 
ffect thod « continuing therapy after discharge 
S 1, and consequently of reducing the risk of 
With parenteral penicillin the difficulties associated 
th prolonged course of out-patient treatment are self 
le 
WI s th ] esults of therapy in both these 
tier have been completel satisfactory ong-tern 
bse on is req d to see that these results are main 
The first patient has been under observation for 
SIX ths with no recrudescence of infection while on 
I iC dose of four-hourly Ihe second 
p t the s rophylactic dose and has been 
Tollowec for twe ifter discharge from hospital 


Summary 
The use of oral phenoxymethylpenicillin in two cases 


of subacute bacterial endocarditis due to a_penicillin- 


Sensitive Streptococcus viridans is described. In one case 
treatment was initiated with parenteral crystalline peni 
cillin and maintained with phenoxymethylpenicillin for 
hine months, and in the other the oral preparation was 
used alone for three months. No gastro-intestinal o1 
other side-effects occurred. The importance of peni 
cillin blood concentrations and duration of treatment 


1S considered 


KLAUS A. J. JARVINEN, M.D. 
Lecturer in Medicine and Physician-in-Chief at 
the First Medical Clinic, of Helsinki, Finland 


{ssistant 
University 


In diseases characterized by the presence of pathological 
amounts of erythrocytes and leucocytes in the urine 
(infections of urinary tract, tumours, calculi, nephritis, 
renal infarction, etc.) the correct diagnosis is generally 
easy if these cells or other protein are found in such 
quantity that a routine protein test is positive, indicating 
need for further examinations. If the number of cells 
is so small that the routine test is negative, microscopy 
of the centrifuged deposit will prove necessary for the 
When the 
diseases in question, however, this examination 1s often 
overlooked in routine consultation work, to the detri- 
Unfortunately the local 


diagnosis symptoms do not suggest the 


ment of correct diagnosis 
symptoms indicating the answer are fairly often absent 
Infections of the urinary tract constitute an example in 
point, and they rank first among the diseases in question 
in regard to incidence. 

At the Third Medical Clinic of the 
Helsinki an accurate routine examination was made of 
the urine of every female patient admitted. Infection 
of the urinary tract was diagnosed in 147 (13.1%) of 
1,141 patients ; symptoms suggestive of the disease were 
felt by only 35.4% of the patients in whom it was 
diagnosed (Halonen and Halonen, 1950). However. a 
routine examination calling for the centrifugation and 
microscopy of the urine is a fairly laborious task for the 
practising physician to perform for each patient. There 
should be a simpler method of determining the patho- 
logical erythrocyte and leucocyte count of urine 


University of 





PEROXIDASI 


Several 
Caplan 


methods of 
and 


methods ot 


this type have been suggested 
the 


Among the 


Discombe (1951) made an analysis of 
estimating urine erythrocytes 


nost recent methods applied in practice are Baron's 
1951) modification of the o-tolidine test, Watson 
Wi s’s (1955) tablet test, and the method of Balme 


(1956) working on the same principle and enabling 

ilso the quantitative determination of erythrocytes Ihe 

nentioned method is based on the circumstance that 

yn-containing blood derivatives catalyse the oxidation 

1f amidopyrine by hydrogen peroxide to produce a lilac 
colour 

| have found a method, which I believe is simpler than 


se Suggested so far, of determining the presence of 





vathological quantities of erythrocytes and leucocytes in 
¢ As the results have proved good in practice, the 
ethod 1s here report d 
Method 
This is based « the vilit f the peroxidase fermert 
esent in eryt cytes and leucocytes (also haemoglob 
dissolve hyd C eroxide Tt volume of oxyget 
give ff when drogen peroxide decomposes is dependent 
on the eryt cyte and leucocyte count of the urine sample 
Bea n ind c sparatus ordinarily ivailab e to the 
practitioner, I sought the simplest possible method of deter 
nining the quantity of this gas produced. The following 
srocedt was evolved The « reagent needed is 30 
hydrogen peroxide The apparatus is that employed in 
the iventional det utions of the erythrocyte sed 
entat rate (Westergren 
Iwo ml. of urine youred o the small tube. (No pipet 
is nece is it Ww t< d tha he quantity need not 
j me ] It is most helpful if the tube has 2-ml 
d ion k i of ) hydrogen peroxide are 
ided | xtu immediate! ito the E.S.R 
roper, up the usual mark It is advisable to do th 
y first ving tt xture into the tube and exp 
I Oo Ww he li d frou 
< > ; ] g lu ( k d f 
onis n the ' er in | Ne s found 
Tt nethod t eroxidase unt determination 
P.A 
Controlling the Method 
Resu H ] Sul f The imple 
4 thy pers 5 (20 f tl K¢ » whic th g 
pa gical w f I nicroscopy of the centrifuged 
leposit, gave a P.A. read fOn 1 38 cases and I mn 
two cases (both fe 
Controlling Accuracy of the Method 
( un f erythrocytes were added to the 
six aif t i 5 T samn . nad \“ i 
of sediment wher ibjected to rout examina 
A ¢ if s \ 1d net th different 





te dilutions and the P.A. readings obtained. The 
r ~ C Vas ep ited ~ 0 J od cnik le 
C t t The fr [ 
I I. the P.A 1 was over I n [ tive) wit 
° a en s with an t} e count of over 
Sa 0) >) nc 
, - PA 1 ) tw t of «ix , Samy 
»< ‘ t ¢ 
: , nn kew gave ar ce resu 
1 one ca t of xandap t result (2 mn 
} t ca tr? t was lr it Tt 
$ Ww i r lium chloride solutio Over 
2 t cytes | ilwa ga Ll | t result 
5 tT} fF ‘ + rir t t t P_A 
x pa » dilut I 
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containing a number of leucocytes but no other cel] 


elements. In addition to the P.A. determination, routine 
microscopy of the centrifuged sediment was also performed 
The results are shown ijn 
with 


on the samples of these series 
Table I]. The P.A. values corresponded fairly well 


the dilution ratios—even better than the results given by 
nicroscopy. 
Taste | 
r Turbidit I P.A. Readings ) min 
phew l Minimum and Maximum Va 
c.mm of Urine Protein from Six Diffe Seri, 
0 Turbid P 100 * (100 
$00 Slightly N at 14 100 
1.000 ( ur 100 100 
S00 } 
350 (24 
Tin) } 
4) 1? 
a. > 
) 
10 { ! 
8 
0) 
t iT irenthe aur with 0-9 Na 1K 
e (mean) 
* Maximal value reached in 4-2 n ite In Na 1 
+ Reached in 3—6 minutes (NaCl, about 5 minutes) 


minutes (NaC 


Reached in 6-10 


TAsBce Il 


Effect of Quantitative 
fhout , 


800 Leucocytes per « 


; Leucocytes per Field of Visi E f 
Leu cytes m4 : 290) in Microsc f Centr 1 Dey 
_* -_ Mean Va t 10 ¢ 

oor 40.1 

¥) 45 12-4 

) 4 

s , ; 

0 1-0 
* Maximal ched 10 min 





Taare Ill Relation of P.A o Mi yy f 
Centrifu 
P.A. R OM 
E I ‘ . 
t Visi (Enlar 10 
20) t Micre 
( 
( 1 Dene - 
) 4 5 ( 
i. 9 $ 
20 ( 
4 
I these 1 ‘ t 


urine samples sent to the hospital 


the results obtained by microscopy of the centrifuge 
leposit and the P.A. reading were compared Bacter 
cultures were also made from the same urine samples 


Table III shows the results It brings out the gener 





correspondence between the microscopy and P.A. dete 
minations, and also reveals that in individual cases there 
was some inconsist:n At the top of the right-han 
olumn are presented the six cases in which microscop 
ive a normal result and P.A. a high reading (at Icast 
m.) The positive culture in five out of these six cases 
coli was found in 3. Proteus mirabilis in 
n 1) supports the reliability of the P.A. value 
f note that in three of these cases the mict 
opist stated that the sediment contained a considerable 


urate precipitate, which, as is well know! 


umount of 


hampers the examination of sediment Furthermore. tl 
sixth case had suspected nephrolithiasis 

The results with a P.A. of 0 mm. call for comment 
Urine culture is stated to have given a positive result 0 
two cases. In one of these the first culture was positive 
(Pr. mirabilis) However, when the culture was repeated 
tl resuit Was negative ilthough the patient had had n 
treatment She was also symptom-free in regard to the 
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In the other case EF. coli was found, as had 
earlier sample. Repeated culture gave a 


negative result. The patient had, however, received sulpha 
continuously, 


urinary tract 
occurred in the 


preparations 


Discussion 


assessment of a test for the 
erythrocytes and 


[The first question in the 
determination of urine 
whether it is sensitive enough. Normal urine is thought 
to contain a maximum of some 20 red cells per c.mm. For 
normal adult males the content is no more than two red cells 


leucocytes is 


ner c.mm. (Larcom and Carter, 1948). Watson-Williams 
1955) estimated the red-cell content to be about 10 times 
as great in women. The P.A, test was either 0 or 1 mm. if 


the quantity of red cells in question was 25 or fewer per 
cmm. A red-cell count invariably gave a higher 
reading. With regard to erythrocytes, then, the P.A. test 
can be regarded as sensitive enough to indicate pathological 
amounts of red cells in urine. The value 0 mm. is negative, 
| mm. is uncertainly positive, 2 mm. and over positive. The 
reading gives a sufficiently good idea also of the quantity of 


larger 


red cells. As regards leucocytes, the same conclusions are 
warranted on the basis of the tests performed (Tables II 
ind IIT). Normally fewer than 10 leucocytes are present pe 
cmm of urine (Dukes, 1939). Five leucocytes per c.mm 
gave a P.A. reading of 0 mm.; when there were 20 leuco 
cytes per c.mm, the reading was 5 mm 

A weak that the test does not 
differentiate and leucocytes, which 
still has to be done by As already pointed out, 
haemoglobin also gives a positive reaction, since it contains 
This weakness notwithstanding, I find it suit 
able for examination on account of its simplicity 
nd reliability Opinions may naturally differ over the 
necessity for routine urine examination for erythrocytes and 
However, infections of the urinary tract alone 
especially in women, that some such 
seems necessary Halonen and Halonen 
these infections in 13.1 of female hospital 
Amsterdam hospitals the figure was 29° 
Jiiiimert (1943) found in 600 pregnant o1 
that 29 in pregnancy and 21 in 


point, of course, is 
between erythrocytes 


Microscopy 


peroxidase 


tine 
routune 


leucocytes 
ire so common, 
examination 
1950) found 
patients. In two 
1946) 


women 


Loopu 


erpe had an infection of the urinary tract The 

( osis of this infection has an added importance 
day, when the facilities for its treatment are better than 
fore. On thus is it possible to avoid the development 


numerous cases of nephrocirrhosis pyelonephritica. 


Tt ocedure in the P.A, test was arrived at empirically) 
Great emphasis was laid on making even moderately patho 
gica ounts of red cells and leucocytes in urine give the 
nge ble peroxidase reaction. For instance, hydro 
xide it S were experimented with in 3, 10 
d 30 iilutions The quantities used in the tests varied 
drop t > ml Althou th 4 drops of 30 hydrogen 
eroxide fina decided upon. it was observed that 3 
lrops gave nearly the same result Actua this means 
I sample taken in the small tube need not be 
easured with particular accuracy Thirty minutes was 
stablished, also empirically. for the reading of the P.A 
lue \ ther increase in the value often occurred 
etween 30 1 60 minutes. but it was slight The maxi 
was often reached before 30 minutes: in fact, the 
lalitative and to some extent even the quantitative result 
in be indicated within some 20 seconds of taking the 
sample into the tube The formation of gas bubbles in 
the tube points to the presence of an increased amount of 
roxidas ind the rate of bubble formation is in relatior 
its quantit In 20 seconds 50 red cells per c.mm. have 
eady produced a distinct bubble formation 
Clear 1 nore iccurate result would be possible in 


volume of gas given ofl 


Indeed 


roxidase determinations if the 


could be ascertained more exactl\ it is obvious that 


when the above procedure is used the quality of the urine 
for instance, surface tension—affects the result, as was 
shown in Table I. The amount of gas given off was easy 


MEDICAL JOURNAL 


PEROXIDASE IN URINE BRITISH 381 


to determine in the tube apparatus employed in the sugar 
fermentation test. Greater stress was laid, however, on 
simplicity of method than on small gains in accuracy. 


Summary 


A simple method has been evolved for the preliminary 
determination of the quantity of erythrocytes and leuco- 
cytes in urine. The amount of peroxidase contained in 
erythrocytes and leucocytes (haemoglobin) was estimated 
with an ordinary E.S.R. apparatus. The only reagent 
needed was 30%, hydrogen peroxide. The accuracy of 
the method was assessed as satisfactory for the practical 
requirements of clinical work. 
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CARBUTAMIDE IN TREATMENT OF 
SCHIZOPHRENTIA* 
BY 


M.B., B.Sc., D.P.M. 
va Hospital Cheste? 


FROST, 
Psychiatrist, De 


ISAAC 


Consultant 


Carbutamide (BZ.55), appearing to act as a euphorizing 
anti-hallucinogen, has given encouraging results in the 
treatment of 60 patients with schizophrenic illness, 45 
of whom left the mental hospital recovered or relieved 
[he drug was originally introduced by Achelis and 
Hardebeck (1955) as an oral hypoglycaemic substitute 
for insulin in the treatment of diabetes, and was known 
to produce euphoria in normal healthy subjects (Franke 
and Fuchs, 1955) 

I have already a tentative application of 
carbutamide to psychiatric cases (Frost, 1957), and the 
present communication gives substance to the value of 
this drug as an anti-hallucinogen in schizophrenia 
On the first day—a test day—a fast- 
ing blood-sugar is estimated ; three 0.5-g. carbutamide 
tabiets are given and the patient takes no food for one 
hour, when a further blood specimen is withdrawn for 
glucose estimation. The patient is then given food and 
Three 0.5-g. carbutamide tablets are thereafter 


described 


{dministration 


glucose 
given for not more than three successive days a week, 
followed by a drug-free interval of four This 
regime is repeated for four weeks only. Except on the 
first test day, the tablets are given with 4-1 oz. (14-28 
g.) of glucose in a drink of water or mineral water, and 


days 


the patients are 


throughout every day of the 
after The hypoglycaemic effect of the 
Patients should be kept 


under hospital observation for two weeks after the end 


take lib 
ind for two weeks 
a 


caroutamide 1s 


encouraged to glucose ad 


course 


10 De avoided auring treatment 


of the course 
Results 


45 were discharged recovered or relieved 


again 


Ot 60 patients 


Of seven subsequently 


readmitted, four left hospital 


ifter a second, shorter, course of carbutamide 
*Based on a paper read to the second International Congres 
for Psychiatry, Zurich, September, 1957 
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In schizophrenic illness superimposed upon mental defect 
or intellectual retardation the psychotic episode was cut 
short and restoration to home life effected. Hallucinosis 
could fade quickly, sometimes in a few days, or could linger 
till the end of the course ; depression would lift in a rather 
more steadily progressive manner, and was often replaced in 
the third week of treatment by euphoria. Of poor prognostic 
omen were agitation and tension in the schizo-affective cases, 
and, of course, obsessive cases did not do well, If the blood- 
sugar level rose instead of falling as expected on the first 
test day the outlook was ominous. No death occurred in 
this series. 

Iwo groups of cases were covered: group | consisted of 
first admissions treated by carbutamide alone (30 cases) ; 
roup 2 consisted of 30 cases treated by drastic physical 
methods (deep insulin coma in 17 and E.C.T. in 13) in a 
previous or during the present admission before recourse 
was had to carbutamide In group | (naturally the most 
recent cases with shorter histories) 26 were alleviated; in 
group 2, 19 improved 

In this study, 54 cases had less than a 12-months history 
in six instances attacks had occurred two to six years pre 
viously Table I gives a summary of the clinical groups 





Taare | 
Diag stic Gere s of No f N 
< “ ( Recovered| Relieve Improve 
Sin ode ' S ( 
“ al 4 Fi. « 
“ k wardne 4 4 
Pa ates 4 4 
S ~affective 8 4 
W ve fea 
I »4 
nage He rene Of seven teenage hebephrenes 
five did well on carbutamide All exhibited hallucinosis 
fatuity, suicidal bel ind neglect of the person. These 
five lost their hallucinations. were no longer suicidal, spok« 
ntl und departed neat and presentable youths. On 
left to resume grammar-school study nother has taken up 
lecorating work i third certified patient who “ esc iped 


hospital, absconded from home (the parents not know- 
, 


his whereabouts), but managed to find himself work 


saved £80 in two months, and returned safelv to his familys 





velcomed as warmly as any prodigal son 
Vental Defective th Superimposed Schizophreni 
Illne Four cases in this series were mentally defective 
Aural hallucinosis was coupled with unemployability in all 
cases : one was apprehensive, and another was excited and 
aggressively impulsive In addition there were four dull 
intellectually backward patients in whom a schizophrenic 
IIness was successfully treated All. defective and retarded, 
ent home relieved 
Paranoid Cas Psychotherapeuti Openine Carbut 
amide renders parane id schizophrenics iccessible to psycho- 
therapy in a state of clear consciousness untrammelled by 
hallucinosis, depression, or though blocking Hallucinosis 
ght go, but a suspicious frame of mind could persist. In 
© case a N ger nm le nurse was isked, is were all the 
ff, about 30s. m 1 by a patient The nurse thought 
sations of theft were being levelled particularly against 


him, even though the money was found in half an hour in 
the patient’s discarded linen The nurse thought someone 
else had placed the money to spare the nurse’s conviction 
An acute schizophrenic reaction followed with accusatory 
hallucinosis and fear of death The acute phase passed 
quickly with carbutamide therapy The nurse resumed his 
nursing work, but suspected that he was being supervised 
ind was not being given sole charge because he had been in 
1 mental hospital But he could see the possibility that 
perhaps a “ cautious” policy was explicable in the light of 
his mental breakdown—and, for the first time. faced the issue 


of going back home as a solution hitherto precluded on 
grounds of pride and “ face-saving.” 


loxicity Tests and Precautionary Measures 


Agranulocytosis, thrombocytopenia, and a toxic effect on 
the liver were the risks most feared by those who used 
carbutamide for its oral hypoglycaemic effect in diabetes 
Therefore counts were routinely made of white cells and 
thrombocytes ; also a liver turbidity test. 

In this series no death occurred ; no leucopenia ; and in 
only two cases was there a temporary drop in the thrombo- 
cyte count, 





Taste Il.—Correlation Between Serum Sulphonamide and Blood- 
sugar Levels 
Case | Case 2 Case 3 
Total serum carbutamide (mg. 100 ml.) 24-2 27-2 29-0 
Free (mg. 100 mil.) 12-1 10-9 11-7 
Bound - 12-1 | 16-3 17-3 
Fasting blood sugar (mg. '100 ml.) } 73 61 65 
1 hour after carbutamide (mg.;100 ml.) | 45 | 42 34 
1+ hours : 42 ig 4 
2 45 68 38 


As glucose was given freely throughout treatment, hypo- 
glycaemic reactions were slight (sweating, giddiness), and 
only occasionally was it necessary to give it intravenously) 
(10-20 ml. of 50% glucose sufficed). 

Barbiturates were forbidden, lest the risk of agranulo- 
cytosis was increased. Bone-marrow soup was given dail 
as a prophylactic against agranulocytosis 

rhree illustrative cases are reported The correlation be- 
tween serum sulphonamide and blood-sugar levels is shown 


in Table Il 


Case 7 
\ boy aged 15 (school leaver) was admitted to hospital or 
October 24, 1956, On admission he was neglected and un 
kempt. His conversation was disconnected. His mind, he 


Stated, was muddled and confused. He had thoughts ol 
He said, He heard 
voices of men and of women. He wept. Genetically loaded 
mother certified. He was given tranquillizers ; electric con 
vulsion treatments (17); also deep-insulin-coma therapy. He 
was incontinent, salivated, and held his food in his mouth 
without chewing. Later he began to refuse food. He was 
found sitting in a washbowl masturbating, with his feet in 
Owing to risk of malnutrition and its 


taking his life ‘1 shall cease to live.” 


inother washbow] 


effects, the carbutamide was given with glucose in the tube 
feed. 
On January 31. 1957, he was no better, and carbutamide 


was discontinued. Electric convulsion treatment was re- 
commenced—six were given between February | and 18 
He improved slightly, only to relapse on March 15 with 
hallucinations. 

On March 25 carbutamide with glucose was given. He 
responded well, lost his hallucinations, spoke relevantly, and 
began to occupy himself. He left hospital on April 17 and 
took a job. When seen on a follow-up visit he had clearly 

recovered.” W.B.C., 7,600/c.mm. ; thrombocytes, 214,000 
thymol turbidity, less than 1 unit 


Case 8 

4 male student aged 17 was first admitted to Deva Hos- 
pital on August 3, 1956, mute, resistive, and uncooperative 
He showed mannerisms and grimaced. He heard noises 
in the head and a voice. He made sudden dashes, only t 
stop suddenly, standing in a fixed position E.C.T. and 
deep insulin coma gave no benefit. He departed, ~ not 
improved,” on November 7. Diagnosis, schizophrenia 

He was certified on December 6, being manneristic ; he 
grimaced, made fatuous remarks, and was aggressive. Tran 
He subsequently escaped twice, 





quillizers had little effect 
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to be brought back. Psychological report on December 24: 
verbal 1.Q., 108; performance I.Q., 92 ; full-scale 1.Q., 101 
(Wechsler Bellevue Scale). 

Mental deterioration: a net loss 11° Rabin’s ratio. 
Giggled and grimaced. Was listless, retarded, bizarre, had 
difficulty in verbalizing, and lacked insight. His M.M.P.I. T 
score for schizophrenia was 96, indicating a fairly advanced 
cluster of schizophrenic symptoms. 

On March 18, 1957, his fasting blood sugar was 80 mg 
100 ml.; one hour after the drug it was 68 mg./100 ml 
Carbutamide was given ; his behaviour improved, he began 
to show insight, and lost his mannerisms. He became occu- 
pied, but while on leave he absconded altogether and was 
discharged by escape on August 5. Two months later he 
returned home, having by his own labour saved £80. He said 
he had gone away to prove that he could fend for himself 


Case 9 

4 youth aged 17 was admitted as a voluntary patient on 
September 16, 1957 He had previously been a patient for 
two weeks in February, 1957, and been given E.C.T. 

On admission on the second occasion he was extremely 
frightened He also cried and laughed irrelevantly, and 
seemed to be preoccupied, in a listening attitude, with audi- 
tory hallucinatory experiences. A duly authorized officer 
reported on February 6 that the patient had never made 
progress at school, and over the past two months had 
made references to the people on television, sitting in a 
corner 

Psychologist’s report on September 18 : verbal IL.Q., 61 
performance 1.Q., 60; full-scale I1.Q., 60 (mental defective) 
Wechsler Bellevue Scale). A further report on October 17 
showed: verbal 1.Q., 57 ; performance I.Q., 64 ; full-scale I.Q., 
60 (mental defective). He made some effort in direct-stimulus 
response situations, but failed where conceptual thinking was 
required. On November 11 the report was: verbal LQ., 73 ; 
performance 1.Q., 90: full-scale 1.Q., 79 (less 10% practice 


effects, 71—borderline). He was reassessed on a new scale 


the Wechsler adult intelligence scale. The validity was checked 


by the administration of the progressive matrices (Grade 
V=intellectually defective) He would be capable of 
working only in a non-competitive environment under super 
vision 

On September 23 his fasting blood sugar was 90 mg 
100 ml. One hour after the drug it was 80 mg./100 ml 
On October 8 the W.B.C. was 7.600/c.mm.:; thrombocytes 
357,000/c.mm.; thymol turbidity, less than 1 unit. 

The diagnosis in this case was a schizophrenic illness 
superimposed upon mental defect He was placed on 
carbutamide and the schizophrenic illness responded well ; 
he lost his hallucinations and fear, and was able to work 
to the full limits of his limited intelligence. There is every 
hope that a place will be found for him at a Remploy 


lactory. 


Summary 


Of 60 schizophrenic patients treated with carbutamide, 
45 were sent home recovered or relieved. Carbutamide 
has proved a safe drug when used for four weeks with 
drug-free intervals. No death occurred in this series 

I acknowledge the help of Mr. H. V. Ridpath, who carried out 
the routine laboratory sugar and sulphonamide estimations and 
Oxicity tests; the observation and care of the nursing staff, and 
Charge Nurse R. Lawson in particular; the general advice given 


Dr. A. Griinbaum, whose experience of carbutamide at his 


diabetic clinic made me cautious about the toxic hazards. I 
thank the late Dr. L. 5. Draspa for the results of clinical psycho 
logical assessments. and Messrs. Eli Lilly and Company for 


supplies of carbutamide freely given 
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Medical Memoranda 





Case of Tuberculous Rheumatism 


An association between tuberculosis and some forms of 
rheumatism has been much canvassed on the Continent since 
the work of Poncet at the turn of the century (see Poncet and 
Leriche, 1909). The literature has been reviewed by Brav 
and Hench (1934) and Hammes (1951). In Britain and 
America “tuberculous rheumatism” has never been 
generally accepted as an entity, and Brav and Hench (1934), 
who add a statistical and pathological study of their own to 
a critical review of the literature, consider that no un- 
equivocal proof has ever been produced for the existence 
of such a disease. Sheldon (1946) says : “ There can be no 
doubt that such cases [of tuberculous rheumatism] exist . 
although cases reported in English writings are so rare that 
the condition in this country must be either very uncommon 
or possibly overlooked.” He reports six cases, all in children, 
seen in eight years, and refers to three cases reported by 
Findlay in 1920, also in children. Dalgleish (1952) reported 
a doubtful case. This paucity of cases in the English litera- 
ture prompts me to record the following history. 


CASE REPORT 

In January, 1956, a pilot then aged 25 had a small 
haemoptysis. At about the same time he developed a rash 
on both legs which was ultimately diagnosed as a papulo- 
necrotic tuberculide. A few days after the haemoptysis he 
complained of pain and stiffness in the right ankle, followed 
by similar symptoms in the left ankle after another two days 
He also noticed at this time a swelling in the left side of his 
neck. On February 6 the positive clinical findings were the 
rash, enlargement of glands below the left mandible, effu- 
sions into both knees, and swelling and stiffness of both 
ankles. Chest x-ray examination showed no abnormality, 
the E.S.R. was 23 mm. in one hour, and the Mantoux reac- 
tion was positive at 1/10,000. On bed rest and large doses 
of aspirin his symptoms disappeared and his joints returned 
to normal in one week Iwo weeks after the beginning of 
treatment his E.S.R. was 6 mm. in one hour and the aspirin 
was stopped 

In April a sterile left cervical abscess was drained ; biopsy 
of the abscess wall showed no diagnostic features, and no 
tubercle bacilli were seen on direct smear of the pus. Tonsil- 
lectomy was carried out in May. 

Apart from his rash, which persisted, he remained well 
until February, 1957, when a swelling developed above the 
left clavicle This was excised, and found to be a caseat- 
ing tuberculous gland. Late in June he developed right-sided 
pleuritic pain and a mild pyrexia. Chest x-ray examination 
then showed a small right pleural effusion. He was admitted 
to hospital six days later, by which time he was symptom- 
free and afebrile, and x-ray examination showed com- 
plete disappearance of the effusion, with clear lung fields. 
The tuberculide was present on both legs, and he had 
crepitus in both knees. The E.S.R. was 2 mm. in one hour, 
x-ray films of the knees and ankles showed no abnormality. 
and biopsy of the parietal pleura on the right showed non- 
specific fibrous thickening 


COMMENT 

This man shows a picture of prolonged vet essentially 
benign tuberculous involvement of lymph nodes and skin 
associated with two episodes of fleeting inflammation of 
serous membranes, once in the knees and ankles and once 
in the pleura No doubt many of the reports on “ tuber 
culous rheumatism ” deal with cases of frank tuberculous 
arthritis, or else with acute rheumatic fever or rheumatoid 
arthritis coincident with tuberculosis elsewhere in the body 
Sheldon (1946) maintains that there remains a core of cases 
in which fleeting rheumatic symptoms and signs are inti- 
mately associated in time with acute tuberculosis elsewhere 
in the body. He emphasizes that such joint involvement is 
found on close analysis to be unlike that of acute rheumatic 
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fever or acute rheumatoid arthritis, and stresses its briel 
duration in the tuberculous cases. The case reported here 
would appear to fulfil these criteria. It is interesting to 
recall in this connexion the well-authenticated syndrome of 
erythema nodosum, arthralgia, and hilar lymph-node enlarge- 
ment, which is a common presentation of sarcoidosis (James 
et al., 1956). The association between pleurisy and “ tuber- 
culous rheumatism " has been described by Poncet (1902) and 
Schneider (1903). As in the case of tuberculous rheumatism 
itself, it is not possible to evaluate many of these older 
reports in the light of the stricter diagnostic concepts of 
to-day. 

I am grateful to the Director of Medical Services for permission 
to publish. : . 

© publish Paut Mestitz, M.B., B.Sc., M.R.C.P., 

R.A.F. Hospital, Wroughton, Wiltshire 
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Case of Behcet's Syndrome with Neurological 
Involvement 


The association of relapsing iritis, oral ulceration, and 
genital ulceration has been known for some time, and in 
1937 Behget suggested that the triad forms a specific disease 
It is now recognized that the condition has wider manifesta- 
tions and that these may include skin lesions, arthralgia 
thrombophlebitis, and neurological lesions. The case 
reported here is another example of Behcet's syndrome with 
neurological involvement 


CASE REPORT 

[he patient was a married woman aged 42 with two 
grown-up children. Her past history included operative 
repair of a right convergent strabismus, which had been 
present since birth, and an isolated attack of thrombo- 
phlebitis of the left leg in 1950. In the middle of March, 
1956, she developed severe, persistent pain in the left 
shoulder region. She attributed the pain to a heavy fall on 
the left shoulder, but there had been an interval of several 
days between the fall and the onset of the pain. X-ray 
examination of the shoulder was negative and she was given 
a course of physiotherapy at another hospital, but without 
much relief. Two weeks later she noticed dysuria and sore- 
ness of her vulva on walking, and discovered an ulcer about 
the size of a penny on that organ. This was followed by 
the development of small, slightly painful ulcers on the 


mucous membranes of her lips. A few days later, whilst 
out walking, her legs felt very weak and she had to be 
assisted home The right leg improved overnight, but 


paralysis of her left leg persisted, and on the following day 
she noticed that her ieft arm also was paralysed. At this 
stage, April 16, she was admitted to Paddington General 
Hospital 

Examination showed a pale, middle-aged woman who was 
co-operative but rather depressed. She had a left hemi- 
paresis of severe degree with increased deep reflexes on the 
left, an extensor plantar response, and absent left abdominal 
reflexes. There was no sensory loss. Two small ulcers were 
seen on the mucous membrane of her lower lip, and on the 
right Jabium minorum there was a shallow, circular ulcer 
about 4 in. (1.3 cm.) in diameter with a granulating base 
Her blood pressure 
normal pressure : 


There were no palpable inguinal glands 

was 145/90. The C.S.F. findings were: 
lymphocytes, 64/c.mm. ; protein, 60 mg./100 ml. ; 
of globulin: chlorides, 720 mg./100 ml.; and negative 


no excess 


Wassermann and Kahn reactions 

Over the next few days her symptoms and signs progressed 
and she complained of dizziness, blurring of vision, difficulty 
in swallowing, and a numb feeling over her tongue, lips, and 
nose. Examination on April 25 showed gross horizontal 
nystagmus on lateral fixation and spontaneous vertical 
nystagmus, more rapid on elevating the eyes 


Both corneal 
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reflexes were diminished, particularly on the left, and there 
was slight diminution of pain sense over the right forehead. 
Bilateral facial weakness was present, more marked in the 
upper face on the left and in the lower face on the right. 
Taste was defective over the anterior two-thirds of the 
tongue. There was right palatal weakness. She had a feeble 
cough and dysarthria which appeared to be a combination 
of pharyngeal weakness and cerebellar disturbance. There 
was weakness of the left trapezius and sternomastoid. Her 
left hemiparesis remained unchanged. 

In view of the rapidly developing bulbar signs the patient 
was transferred to the respiratory unit at the National 
Hospital for Nervous Diseases, Queen Square. A repeat 
examination of the C.S.F. performed there showed a fall 
in the lymphocyte count to 13/c.mm. and a slight increase 
in protein to 95 mg./100 ml. No further deterioration in 
her condition occurred and the use of a respirator was not 
required. She was kept under observation and her brain- 
stem signs diminished considerably, her hemiparesis im- 
proved, and the ulcer on her vulva healed. When she was 
transferred back to Paddington General Hospital on May 11, 
she was able to walk, but the weakness of her left arm 
remained severe. The only abnormalities of her cranial 
nerves were a slight left lower facial weakness and slight 
nystagmus on extreme lateral fixation. 

She was discharged on June 7, and the recovery from her 
hemiparesis has continued. She has since had further ulcers 
on her lips and buccal mucosa from time to time, but no 
further genital ulceration. In October she described several 
small skin lesions which appeared on her left arm, left shin, 
and right groin. These apparently started as vesicles which 
broke down and left small ulcers which persisted for a few 
davs. There has never been any abnormality of her eyes 


COMMENT 


Although only two of the features of the “triple 
syndrome “* complex are present this is accepted as being 
sufficient for the diagnosis of Behg¢et’s syndrome (Curth, 
1946 ; Phillips and Scott, 1955). Eye involvement may not 
occur until as long as 10 years after the initial manifestations 

Neurological complications usually occur between the 
second and fifth years of the disease, and only in the first 
case of Wadia and Williams (1957) has the history been as 
short as three months. The illness here reported appeared 
to have an acute onset, with pain in the region of the left 
shoulder-joint, followed by orogenital ulceration and leading 
in four weeks to severe neurological disorder 

As in many of the other reported cases, this patient's signs 
were those of a mid-brain lesion. Her case is of particular 
interest in that she showed sensory changes and cerebellar 
signs, both of which appear to be uncommon in Behcet's 
syndrome. There seems to have been involvement of the 
cerebellar tracts in the mid-brain, the sensory nuclei of the 
trigeminal nerve, and the facial nuclei. An interesting find- 
ing was the defective taste sensibility, pointing probably to 
a peripheral nerve lesion 

Pallis and Fudge (1956) pointed out that the neurological 
disorder usually conforms to one of the following patterns 
(1) a brain-stem syndrome, (2) a meningomyelitic syndrome, 
and (3) an organic confusional syndrome. This classification 
was based on the 11 cases previously recorded and two 
of their own, but as further cases have been reported 
(McMenemey and Lawrence, 1957: Evans, Pallis, and 
Spillane, 1957) it has become apparent that this classification 
is too rigid and that no case conforms entirely to one pattern 


I am grateful to Dr. Redvers Ironside for his advice ind to 
Dr. T. A. Kemp for permission to publish the case repor 


Ruys T. Witvtiams, M.B., M.R.C.P 


Late Medica! Registrar, Paddington General Hospita 
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DYNAMICS OF ANXIETY AND HYSTERIA 

The Dynamics of Anxiety and Hysteria: An Experimental 

Application of Modern Learning Theory to Psychiatry. By 

H. J. Eysenck. (Pp. 3114xiv; illustrated. 32s.) London: 

Routledge and Kegan Paul. 1957 
Since the appearance in 1947 of his monograph Dimensions 
of Personality Professor Eysenck and his growing team 
of psychologists at the Maudsley Hospital have steadily 
accumulated a mass of test results and experimental data 
from psychiatric patients and have explored the correlations 
between them with much statistical vigour. This is the fifth 
monograph of the series and describes the direction which 
this work is currently taking, the preliminary hypotheses 
which have been made on the facts observed, and the results 
of their submission, where possible, to experimental proof. 
It is an important book, for on this occasion the author has 
gone a good deal farther in the way of theory-building and 
has outlined the ways in which he thinks the scientific study 
of personality and the applications of learning theory can 
contribute to the problems of clinical psychiatry. The de- 
scriptive nosology of the psychiatrist and his habit, as a 
physician, of grouping patients by syndromes are necessarily 
complicated, at times vague and dependent on the develop- 
ment of a clinical intuition, because of the large number ot 
variables which underlie the manifestations of maladjust- 
ment in any one human individual. Professor Eysenck has 
no time for vagueness and is always on the lookout to reduce 
clinical complexity He feels that the present psychiatric 
approach, whether “ dynamic,” psychological, or descriptive, 
is getting us nowhere. The application of scientific method, 
statistical procedure, formal logic, and proof by experiment 
is for him the only way. He makes his case for a more 
detached psychiatry to replace the kindly inefficacy of pre- 
sent methods, and is in no doubt that the siatistically and 
experimentally trained clinical psychologist should ultimately 
take responsibility for a large part of the field. Beside the 
prodigious industry, painstaking computation, and merciless 
experiment of his team the average psychiatrist seems a mere 
sentimental dabbler in problems of human distress. In this 
brave new world, history-taking and diagnosis are replaced 
by the test-situation, the questionary, and the statistical 
formula. 

The book is complete in itself as a statement of the views 
of this group. for the conclusions of the previous mono- 
graphs are recapitulated and then taken as the starting-point 
for the new postulates which are the main feature. It has 
been shown. for instance, by Professor Eysenck himself in 
a previous statistical study that patients receiving psycho- 
therapy fare no better than those left on the waiting-list 
From this the conclusion is intimated that the medical 
psychologist is never able to alter his patient’s condition 
permanently for the better by mere words. This is an 
entirely different matter If taken too literally, Professor 
Eysenck would destroy any confidence a clinician might have 
in his own experience and common sense by telling him 
that such things are not science, and by a display of statis- 
tical procedure far beyond his comprehension and which he 
can only carpingly suspect. 

The book contains a remarkably full account of the pre- 
vious work which has contributed to the present studies, 
and each aspect, statistical, methodological, and experi- 
mental. is fully covered, and it is thus a valuable source-book 
There is a wealth of criticism of previous theory, but this is 
by no means all destructive, and postulates are put forward 
whereby the results of the work of Pavlov and Clarke Hull, 
in particular, can be evoked to explain deviant trends and 
might be applied, in conditioned extinction and other 
methods of treatment, to rectify the effects of an indifferent 
constitution or an unkind environment. Throughout a 
rigorous logic is applied, with hypothesis and fact carefully 
distinguished 
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We are now aware of Professor Eysenck’s aims—and these 
are wide, for he carries his predictions beyond the clinical 
scene into those of social structure and politics. After 
reading the book we have to decide whether his approach is 
going to alter the whole basis of abnormal psychology, and 
also whether some (but not all) of the basic assumptions are 
unjustified. At the moment we can only suspect these on 
the following general grounds. First, that it may not be 
possible to describe and classify the entirety of a human 
problem in terms of a mathematical formula, however 
brilliant the adaptations of canonical variate analysis and 
other procedures for extracting its essentials. If contact 
with the patient is limited to purely scientific exchanges pre- 
determined by the scientist, something is likely to be missed. 
Secondly, that natural laws of permanent value, even if 
mathematically derived, can be stated in plainer English 
than is found here, so that their practical applications are 
evident. Thirdly, when science takes a step forward it is 
usually found that parts of pre-existing systems of explana- 
tion may still have some meaning and usefulness and can be 
integrated with the new. The next hypotheses to be tested 
are likely to be those which Professor Eysenck puts forward 
about psychological treatment, for here he will be returning 
to the clinical situation from which his work seems at times 
to have become so remote. The next monograph will be 
awaited with interest. 

Clinical psychiatrists may feel it their duty to examine 
Professor Eysenck’s approach for themselves, for, even if 
his theories have to be modified, the applications of learning 
theory which he has used have for some time cried out for 
clinical extension. For this they will need perseverance, for 
the treatment of the subject is thorough and serious, with 
no concessions to those who like an easy narrative. Humour 
is confined strictly to certain heavy-handed statements in the 
introduction, This may be science, but it is very cold 
psychiatry. 

ALEXANDER KENNEDY. 


ESSENTIALS OF CHEMICAL PATHOLOGY 


Essentials of Chemical Pathology. By D. N. Baron, M.D. 

(Pp. 247+xii. 25s.) London: English Universities Press 

Ltd. 1957 
The publication of a new textbook is always an event of 
interest, and this one has the added advantage of dealing 
with a rapidly advancing subject. The author has designed 
it to meet the needs of medical students, house officers, and 
registrars, and it appears to be admirably adapted to this 
purpose. It does not set out to be a laboratory textbook, as 
the only practical details given are those for routine ward 
testing of urine and faeces. Since the major part of the 
writing was presumably done while Dr. Baron was working 
at the Courtauld Institute of Biochemistry, the book may be 
taken as representing the current practice at that institute. 
Chere is an introductory note by Sir Charles Dodds 

The arrangement of material follows established lines and 
represents a compromise between the chemical and patho- 
logical approaches. Thus the opening chapters treat of 
chemical topics, such as water, electrolytes, carbohydrates, 
proteins, and lipids, while the later chapters deal with tests 
applying to individual organs in the body. The accent 
everywhere is upon interpretation of biochemical data, and 
the book may therefore be said to have a rather wider appeal 
than intended, and could be read with advantage bv all 
doctors interested in metabolic considerations. It is well 
written, and conveys a large amount of information in a 
form which is easy to absorb. The advanced student may 
perhaps be disappointed in the paucity of references, the 
only ones given being to other textbooks, but we are told in 
the introduction that the omission of literature references 
was intentional. The book is a convenient size of just over 
200 pages and represents a useful addition to the literature 
on chemical pathology, It should prove invaluable reading 
for the purposes indicated, and seems likely to have a wide 
appeal to all interested in the biochemical aspects of disease 

N. F. MACLAGAN 
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Published for the Family Planning Association to com- 
nemorate its 25th anniversary, this fascinating book con 
sts of eleven essays by eminent writers on population, ex- 
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Levy Il, M.D. (Pp. 315+xi; illustrated. 95s.) London 
( ll and ¢ Ltd 19 
( il [ trocardiograpl ets out to explain the matter 
n a truly physiological basis The introductory part is 
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is in two columns and this tends to tire the eye. Not infre- 
quently there are eight or more lines without a stop. There 
ire numerous cardiograms and diagrams. The former are 
clear, but it would be simpler if only one complex was 
shown. The latter are apt to be so complicated and elaborate 
that they come near to defeating their object of making the 
text clearer, and their captions are extremely long. But if 
inyone can spend a very long time extracting the informa- 
tion, this book will certainly prove a prolific mine 

TERENCE East, 
FREATMENT OF NEUROLOGICAL 

DISORDERS 


Modern Therapy in Neurology Edited by Francis M 
Forste! M.D Foreword by H Houston Merritt M.D 


(Pp. 792. 90s.) London: Henry Kimpton. 1957. 

\ number of books on therapy have been published in 
recent years, but this is probably the first to be devoted 
to the treatment of organic neurological disorders It is 
written by a group of American neurologists under the 


editorship of Professor Forster. As the editor says in his 
increasing interest in the aetiology and 


therapy of diseases of the nervous system, and rece 


wreface, there is 


nt dey el- 


neurochemistry 


opments in hold promise of the discover 

more effective therapeutic methods There is a go 
deal of information in this book about drugs which LV be 
used in neurological therapy, but it is often difficult t 


discover from the text the indications for their use The 
hook would be of greater value if there was more informa 

n on the indications for and results of surgic tment 
in some of the disorders which are discussed. Ont whole 


the book is rather disappointing ; certain chapters concern- 





diseases in which specific treatment ivail *». such as 
hos myasthenia gravis and meningitis ood, but 
some chapters the writing is diffuse and a lar number 
words seem to have beer sed to sav compnarativel 
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By | J. Moran Campbell, M.D., Ph.D., 

M.R.C.P.(Lond.) (Py 131+xvi illustri 
London: Lioyd-Luke (Medical Books) Ltd. 19 
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This monograph of 119 pages of text contains an appendix 
nd 16 chapters. It gives a very full and thorough acco 
ach respiratory muscle and its anatomy [he move 

s of these same muscles and the mechanical factors 

nderlying them are considered in some detail. The terminal 

part of the text includes an all too short account the 
of respiratory movements and the physico-chemica 

s concerned in their regulation In this portion the 


thor reaches out to present a beautiful summary of 
nodern, especially American, pulmonary medicine This 
ccount is well illustrated throughout and largely based 





author The 
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n the personal experimental findings of the 


treats of electromyography, its 
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)paratus, and its record analysis The field of medicine 
overed is not large, but it is important, and there is m 
to it in this country, and particularly at the 
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INTRAOCULAR PRESSURE 
[wenty-five years ago the canal of Schlemm was 
regarded as a safety valve in the human eye, so that 
a rise of intraocular pressure above normal limits 
was counteracted by a flow of aqueous from the 
anterior chamber into the episcleral veins. Since that 
time the measurement of this outflow has been the 
subject of careful study, culminating in the develop- 
ment of methods whereby it can be accurately 
measured. W. M. Grant’s tonography' and P. L. 
Blaxter’s bulbar pressure test’ can show, in a fev 
minutes, whether the function of the drainage 
channels is below or above average, thereby enabling 
ophthalmic surgeons to treat their cases of glaucoma 
with some precision. Such studies have tended to 
divert the attention of workers engaged in research 
on the eye to the anterior chamber and particularly 
to its angle. Thus recent literature abounds in papers 
on gonioscopy, tonography, pathological changes in 
the angle of the anterior chamber, pressure changes 
in the episcleral veins, and so on. Indeed, further 
knowledge of the regulation of the intraocular pres- 
sure and glaucoma would almost seem to lie in a 
better understanding of outflow dynamics. 

A reaction is setting in against this mode of thought, 
and two complementary lines of research are being 
followed to-day. The first is biochemical and has 
been quietly pursued by V. E. Kinsey* in the U.S.A. 
and M. E. Langham‘ in Great Britain. 
of the hypotensive action of acetazolamide (* dia- 


Che discovery 


mox ”’) in glaucoma’ has led to a renewed interest in 
the chemistry of the eye and to the resuscitation of a 
theory of J. S. Friedenwald’s® that a redox mechanism, 
maintained by enzymatic activity in the ciliary epi- 
thelium, is responsible for much of the secretion of the 
aqueous and provides energy for its flow. According 


to this theory, hydroxyl ions are generated continu- 


Grant, W. M., Arch. Ophthal. (Chicago), 1950, 44, 204 
Blaxter, P. L., Brit. J. Ophthal., 1953, 37, 641 
Kinsey, V. J. gen. Psych 1951, 34, 389 
‘iL angham, M. E., in Glaucoma Symposium, edited by Duke-Elder, S., 1955 
* Becker, B.. An J. Ophtha 1954, 37, 13 
* Friedenwald, J. S vid., 1949, 32, Suppl. 9 
7 Langham, M. E., and Lee, P. M., Brit. J. Ophth 1957, 41, 65 
* Becker, B., Keskey, G. R., and Christensen, R. E., Arch. Ophthal. (Ch 
1956, 56, 180 
* Duke-Elder, W.S.. Trav hthal. Soc. U.K., 1957, 77, 205 
® Greaves, D. P., and Perkins, E.S., Brit. J. Ophthal., 1952, 36, 258 
ibid., 1953, 37, 54 
J. Phy (Lond.). 1956, 134, 393 
Perkins, E. S., B J. Ophthal., 1957, 41, 257 
*Schmerl, f and Steinberg, B imer. J. Ophtha 1950, 33, 1379 
Nagai, M., Ban, 1 ind Kurotsu, T., Ved. J. Osaka t 1951, 2, 433 
* Weinstein, P., Ophthalmologica (Basel), 1954, 127, 164 
7Salimann, | von, and Lowenstein, O., Amer. J. Ophthal., 1955, 39 
Supp!. 11 
Gloster, J., and Greaves, D. P., Brit. J. Ophthal., 1957, 41, S13 
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ously by the oxidation of reduced cytochrome oxidase 
in the ciliary epithelium, and the neutralization of 
these ions by carbon dioxide accounts for the excess 
of bicarbonate which is found in the aqueous and 
which gives it an osmotic pull higher than that of the 
blood. Acetazolamide acts by inhibiting carbonic 
anhydrase, the enzyme which normally controls the 
formation of bicarbonate. This theory, although 
questioned in points of detail,” suggests that the for- 
mation of intraocular fluid is due to a peripheral 
mechanism under local physico-chemical control. A 
failure in this control may theoretically produce a 
type of glaucoma which is due to excessive production 
of aqueous. Recently B. Becker and colleagues* pub- 
lished a series of such cases presenting raised intra- 
ocular pressure in association with a normal outflow 
as measured tonographically. 

Ihe second line of research stems from the supposi- 
tion that there is a controlling central nervous centre, 
possibly in the hypothalamus. There are many 
clinical and experimental findings which are difficult 
to explain without this supposition,’ particularly the 
consensual changes in intraocular pressure when 
alterations are induced in the fellow eye. This hypo- 
thesis has led D. P. Greaves and E. S. Perkins’® 
to study the effects on the intraocular pressure of 
stimulation of the cervical sympathetic trunk and the 
third and seventh cranial nerves, and Perkins** to 
study the effect of stimulation of the fifth cranial 
nerve. Work has also been reported from various 
centres'*"'’ on the changes in intraoculan pressure 
resulting from stimulation of the central nervous 
system ; in particular the diencephalon has received 
close attention, for this part of the brain is known to 
influence many bodily functions. J. Gloster and 
D. P. Greaves'* give the results of their painstaking 
mapping-out of this area by stereotactic methods. 
Responses have been obtained showing indepen- 
dent variations of the intraocular pressure on stim- 
ulating points in the postero-dorsal region of the 
diencephalon and from a circumscribed area in the 
medial hypothalamus. The authors believe that their 
findings are compatible with the view that the 
diencephalon influences the intraocular pressure, but 
they do not allow the conclusion, as yet, that such 
influence is in the nature of a controlling mechanism. 
Both lines of thought require considerable experi- 
mental exploration. In the meantime it would seem 
desirable to study a series of cases of glaucoma in man 
wherein the outflow channels are functionally normal, 
for it may be possible in such a group to decide 
whether the anomaly in fluid formation and intra- 
neurogenic or bio- 


peripherally 


ocular pressure is primarily 


chemical, and whether centrally or 


determined. 
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WRAPPED FOOD 

The exposure on slabs and counters of foods to 
be consumed uncooked and their handling by un- 
gloved assistants is a constant and disturbing reminder 
of how readily disease can be transferred by way of 
the things we eat. One solution to this problem is 
the efficient wrapping of food, so that it may be 
handled freely before it is taken home to be unpacked 
and consumed. But as soon as standards are raised 
to the point where shoppers recognize the undoubted 
benefits of having food wrapped, so then are new 
voices quite reasonably raised to question the possible 
dangers that such a technological advance might bring 
in its train. Old threats to health from bacteria are 
apt to be forgotten in this sudden crusade for protec- 
tion from chemical contamination. It is not now a 
question of whether that sliced meat contained a few 
salmonellae from the fingers of the shop assistant 
suffering from some intestinal upset, but do those 
nicely wrapped slices now contain a few milligrammes 
of a chemical that can be shown in the laboratory to 
poison animals? Under the U.S. Federal Food, Drug, 
and Cosmetic Act, “a food is deemed to be adul- 
terated if its container is composed in whole or part 
of any poisonous or deleterious substance which may 
render the contents injurious to health.”' The law 
is not so clearly defined in this country, but obviously 
it is important to ensure that wrapping food does not 
protect it from one hazard only to incur another. 

The danger from a food wrapping can only arise if 
the wrapping itself contains a toxic ingredient which 
migrates into wrapped food. This problem has 
recently been faced by the British Plastics Federa- 
tion, which has issued a report of the toxicity sub- 
committee of its technical committee Che first part 
of this report suggests methods of assessing the migra- 
tion of any ingredient of a plastic from the wrapping 
yr drink contained within 


yr container into the food 
it. No reasonable criticism can be levelled against 
he conditions suggested for the test, though analytical 


hemists may well feel some doubt about their ability 


) measure the migrat f many of the plasticizers 
ind stabilizers listed in the appendix into such media 
is Olive oil. To assess any hazard to the consumer 
he amounts of a substance that can migrate must 
lered in relation to the toxicity of that sub- 
tanc [he report does its best to face up to the 
fact that “toxicity” is not a property that can be 
measured simply in the way that “ melting point,” 
lubility,” or other physical property can be deter- 
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mined. The section headed “ Toxicity Quotient ” 
undoubtedly suffers both from condensation and 
from this difficulty of combining chemical and bio- 
logical data for the purpose of producing a useful 
index of “safety.” The report concludes with an 
appendix and bibliography which are very unsatis- 
factory. The bibliography contains 55 numbered 
references of which only two are given in the téxt: 
the rest are probably related to the “Table of 
Foxicity,” but this is not evident. This table fol- 
lows a recent code suggested for the classification 
of food colours by the Food Preservatives Subcom- 
mittee of the Food Standards Committee. 
fies all the additives at present likely to be useful 
in the fabrication of plastic wrappings as of low 
toxicity (A), for restricted use or about which doubt 


It classi- 


exists (B), and materials known to be toxic (C). Un- 
fortunately no references are given, so that a potential 
user might find it difficult to get at the sources of 
information which told him that “tri tolyl phos- 
phate * or “ trixylyl phosphate ” were toxic. While 
this is undoubtedly true of tri-ortho-tolyl phosphate, 
there is good evidence to exonerate the meta and para 
tolyl phosphates It would be interesting to know 
the evidence for the classification of butyl lactate as 
toxic, Whereas butyl laurate is apparently safe. But, 
despite these criticisms, we must welcome the appear- 


ance of this report 





DISEASE EDUCATION BY THE B.B.C. 
Che B.B.C. has decided to televise live operations in 
a series entitled Your Life in Their Hands. Why ? 
[he answer has been given by Mrs. Mary Adams, 
assistant to the Controller of Television Programmes. 
who, according to a press report,’ said, “Ou 
viewers have a healthy interest in disease which we 
feel it is legitimate on our part to satisfy.” The 
producer of the series is reported to have said, 
* Nothing will go on the air which is not approved by 
the hospital from which it is coming. Patients are 
co-operating and their written consent to appearing 
is being obtained.” It will be a strong-minded 
patient who has the courage to refuse to give his 
permission, and to impose on him this extra burden of 
decision at a time when the anxiety of a patient is at 
its height is unwise. The B.B.C. seems to be proud 
of the fact that it is going to show real operations, 
by real doctors, on real patients. Though the 
inonymity of the doctors is being preserved—for 
what that is worth in this publicity-seeking age—theit 

leagues may well think it is demeaning for doctors 
ind nurses to appear as mummers on the television 
screen in order to provide entertainment for the great 


British public. The following are some of the sub- 


he series: the treatment of cancer. an 


jects of t 


operation for mitral valvotomy, an operation on the 
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brain, and “a rare operation for short-circuiting the 
blood supplies to and from the liver as a result of 
cirrhosis.” We hope that in their search for realism 


the B.B.C 
the table. 


will not find itself telecasting a death on 
But even if it is not provided with this 
sensation the viewing public should be in for a real 
blood-curdling treat. When a group of medical and 
lay journalists saw an edited extract of a telecast of 
a mitral valvotomy, after attending a luncheon to 
launch the present programme, one or two of them 
(believed to be laymen) hovered on the verge of 
syncope, and one, it appears, not successfully 

The B.B.C to behave like the fat 


soy in Pickwick and to pop round the corner into 


is determined 


people’s homes via the television set in order to make 
their flesh creep. It will probably succeed, but many 
doctors will have little doubt that the effect will be to 
heighten people's anxiety about the state of their own 
bodies and their own health and increase the hypo- 
are all too prevalent in 
so-called civilized societies to-day. When the B.B.¢ 

the tile The Hurt Mind, a 


we were given to under- 


chondria and neurosis which 


televised a series under 


very large number of persons, 


stand, as a result got into touch with their own doctors 
asking whether they could have electric shock treat- 
ment. It may be doubted whether those organizing 


the programme thought this a desirable result, and 
whether those responsible for the present programme 
have really thought of the effect on people’s minds of 
witnessing On the television screen something which, 
though familiar enough to the medical men taking 
part in the present series, is full of mystery, forebod- 
mind of the ordinary 


ing, and fearfulness to the 


person. The televiewer will no doubt go through all 


the discomforting reactions of the medical student 
who believes he is suffering from the diseases he is 
reading about. Given a basic ignorance of the simplest 
facts of biology the uninstructed layman is unlikely to 
be less mystified than before when he witnesses the 
peration on the patient with the cirrhotic liver. And 
if the B.B.C. takes its cameras into operating theatres, 
however respectably, where is the press photographer 


The Chief 


Times on 


going to learn his manners Executive, 
B.E.A.. in a The Monday 
describes the recent intrusion of cameramen into the 


letter to 


Munich hospital “in order to photograph an uncon- 
Busby] lying in a critical con- 
In reply to his protest 


scious man [i.e., Mr 


dition in an oxygen tent.” 
at this invasion of the hospital by 20 press photo- 
graphers, the German doctor “ politely indicated that 
they were my countrymen *—in fact, ordinary Britons 
behaving uncommonly like the B.B.¢ 

Chis pandering to the prevalent interest in the 
morbid goes against all the efforts many people and 
Organizations have made over the years to interest 
the public in health rather than in disease. Those 


' Daily 7 February § 
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responsible for health education know how difficult 
it is to try to persuade people to think in terms of 
health rather than of disease, and, for the most part, 
have refused to take the easy way by feeding the 
curiosity of the layman about matters which he can 
at the best most imperfectly understand. A medical 
editor from the U.S.A. speaking in a symposium on 
medicine and the press at the meeting of the World 
Medical Association in Istanbul last October referred 
with approval to the fact that “ the former so-called 
doctor books that attempted to tell the layman how to 
treat almost any disease fortunately have been re- 
placed by health books which stress the hygiene of 
living and deal with disease from the standpoint of 
If the B.B.C. tackled problems of health 
yn these lines it might earn the gratitude of the medi- 


prevention.” 


cal profession 3y dramatizing disease they are 


looking back instead of forward. 





ELECTROENCEPHALOGRAPHY 


Several clinical specialties have benefited from _ the 


electroencephalography, the 
Russell Brain 
printed in the 


provided by 


which Sir 


information 


diagnostic uses of defines in 


his Frederick Price lecture opening 


pages of this issue. Unfortunately the state of electro- 


encephalography in Britain to-day is unsatisfactory, fo! 
reasons which we explained 18 months ago A special 
committee of the Royal College of Physicians, under the 
Russell Brain, has now 
on this matter and made recommendations for 


clinical 


chairmanship of Sir issued a 


report 


improving the quality of the work done in 


Commenting on the 
the whole 


electroencephalography present 


defects. the committee states: “In our view 
sorry story we have presented begins with failure to 
interest neurologists and psychiatrists, and recruit 
clinical registrars into this subspecialty of the neuro- 
logical sciences.” 

There are a few large E.E.G. departments in the post- 
graduate teaching centres which do the bulk of teaching 
and much of the Most of the 
undergraduate teaching hospitals have departments, but 
E.G situated 


mainly in mental hospitals 


research in this field 


units are small ones 


Even in the postgraduate 


the majority of | 


centres the recruiting of junior staff is almost impossible, 
while in the mental hospitals the medical direction of 
units may be non-existent, merely titular, or undertaken 
by partly trained and overworked clinicians. The failure 
to interest registrars suitably trained in neurology and 
further is largely due to the 
absence of any worthwhile career in electroencephalo- 
that for the 


trained 


psychiatry in training 


graphy The committee recommends 
* the 
neurologist or psychiatrist, who is entering the field with 


charge of an E.E.G. department. 


present training period for a_ selected 
the intention of taking 
should be not less than 


four 


one year of full-time study.” 


Three or training posts of registrar or senior 


registrar grade at the Institutes of Neurology and of 

1, 1956, 1, 1412 

Royal College of Physicians of London 
graphy, Revised Report, January, 1958 


Committee on Electroencephalo- 
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Psychiatry would probably meet immediate needs, but 
consideration should be given to establishing a further 
postgraduate training centre in the north. The commit- 
tee believes that to equip men of the highest calibre for 
entry into this field a minimum of two years’ training 
would be necessary, and that the instruction given in 
research methods in neurophysiology would be of such 
i standard to enable the student to take a Ph.D. degree 
In order to make this etlort worth while subsequent 
careers in electroencephalography must be made more 
ittractive. E.E.G. departments should be headed by 
clinicians of consultant status able to spend at least halt 
ind preferably two-thirds of their time in the practice 


she ee 
of the subdject 


This does not mean that all this time ts 
spent reporting on E.E.G. records; the head of the 
department should undertake or supervise special in 
vestigations in electroencephalography or related neuro 
physiological fields The day is past when electro 

icephalography consisted of routine records performed 
n only one way by a technician at one time of the day 
leat 


ind reported on later by a busy clinician For the rest 


xf his time the head of the department would work tn his 


own specialty. as. for instance i neurologist psychi 
itrist. or paediatrician The committee also examined 
l@ =6ounsatisfactor position of the numerous small 


solated E.E.G. units and suggested that some of them 
could be grouped together under one or two consultants 
, ' 


uld visit the outlying units regularly 


this were easier than making the patients travel long 


distances The consultant ought also to have access to 
i few beds for special E.E.G. investigations, such as, in 
the words of the report, “sleep records, sphenoidal 
electroencephalography., activation inder convulsant 
drugs, and localization of epileptogenic foci.’ 


These sensible proposals would do much to improve 
in electroencephalography It 
? r rn 


emains now to oards % governors and regional 


hospital boards to provide the working conditions which 


“ induce registrars not only to take the extra training 
Dut also to St iv in tne field They n ist iiso De prepared 
to allow registrars the year’s leave necessary to take the 
training It is extraordinary how much easier it Is to 
persuade a committee to spend £1,500 buying an E.E.G 


chine than the same sum on equipping the man 


eeded to mane ise rf tnat rT aichine As Sir Russell 
Brain said in his lecture, * Electroencephalography is of 
ie only when the clinician knows what question to 
p t the macnine ind how to interpret the answer it 
v es 
The committee, by its terms of reference, concentrated 


irgely on clinical electroencepnhalograpny ind made little 


reterence to itS relatio with the Dasic sciences Clearly 
C ij Gepartme 1ceds to be headed by a medical 
consultant rank, Dut In many places especially 

the United States. many of the best E.E.G. departments. 
ind tf St Original research, are directed Dy graduates 
1 physiology or psychology rather than in medicine 
If electroencephalography is to continue advancing in 
Britain as it is in other countries, some university 


Gepartments of physiology should be ready to foster 
active interest in it Very distinguished contributions 
c neurophysiology are still being made in Britain 


but mainly in fields remote from E.E.G There is a case 


ELECTROENCEPHALOGRAPHY 
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to be made for setting up a committee, parallel to that 
of the Royal College of Physicians, of interested 
university and Medical Research Council workers to 
consider how to encourage the applications of E.E.G 
in neurophysiology 


THE “BURR” CELL IN URAEMIA 


Normal red blood cells in man are circular biconcave 
disks. When the cells have an irregular shape they are 
called poikilocytes, and the commonest form is the 
pear-shaped cell often found in states of anaemia. In 
1949 S. O. Schwartz and S. A. Motto! described a par- 
ticular form of poikilocyte which is of normal size but 
has projections which may be up to half the diameter of 
the cell in length. The cells are reminiscent of the burrs 
from a burdock plant, and Schwartz and Motto named 
them “ burr cells.” These burr cells were said to occur 
particularly in cases of uraemia, carcinoma of the 
stomach, and bleeding peptic ulcer, though they might 
be seen occasionally in other diseases. They were not 
found in any specimen taken from 100 normal subjects 
Similar cells were described in the case of a girl aged 18 
born of parents who were first cousins and who suffered 
from retinitis pigmentosa together with a diffuse disease 
of the central nervous system resembling Friedreich's 
itaXia J. V. Dacie’ states that uraemic patients with 
anaemia frequently have contracted and deformed 
erythrocytes, and that an almost triangular cell is the 
characteristic type, though one of his illustrations shows 
characteristic burr cells. He regards these deformed 
cells as one of the components of a haemolytic anaemia 
iccompanying progressive renal failure. 

[he subject has recently been re-examined by W. A 
Aherne* in an attempt to assess the clinical significance 
of burr cells, especially in states of azotaemia. He 
describes in detail five patients showing the phenomenon 
[he first two cases were middle-aged men with progres- 
sive renal failure leading to death, which is the charac- 
teristic set of circumstances in which burr cells are found. 
Case 3 was a girl aged 10 years with reversible renal 
failure, and Case 4 was a baby also with anaemia and 
reversible renal failure. These two cases in childhood 
were possibly examples of a syndrome described by 
C. Gasser and his colleagues* in which a severe haemo- 
lytic anaemia is associated with bizarre poikilocytes 
resembling burr cells. Aherne also made observations 
on 25 other azotaemic patients and found that burr cells 
isually do not appear in significant numbers until the 
blood urea is higher than 175 mg. per 100 ml. More- 
over, serial studies showed that burr cells were much 
more likely to appear in those patients in whom the 
blood urea was rising steadily than in those in whom 
it was fluctuating. This fact was related to the finding 
that burr cells were frequently associated with a fatal 
termination to the illness. In brief, therefore, the occur- 
rence of appreciable numbers of burr cells in a patient 
with a raised level of blood urea should be regarded as 
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a grave prognostic sign, even though it does not inevit- 
ably spell death. In childhood, cells of similar appear- 
ance, though probably of different origin, may appear in 
acute haemolytic anaemia, which may respond to ener- 
getic blood transfusion. 

Aherne suggests that burr cells may arise from an 
acceleration of the normal processes of degradation of 
the red cells The accompanying anaemia may be 
largely due to their phagocytosis by the reticulo- 
endothelial system, and it may be significant that 
deformed red cells, not unlike burr cells, may be found 
in patients who have undergone splenectomy for any 


reason 


ALBOMYCIN AND GRISEIN 


[he first account of a new Russian antibiotic, albomycin, 
in the English language was a paper by G. F. Gause' in 
this Journal. Very remarkable properties were claimed 
for this substance, including an activity against staphylo- 
cocci ten times more powerful than that of penicillin. 
Some of the properties of a sample of albomycin 
obtained in Britain with difficulty were described by 
L. P. Garrod and Pamela M. Waterworth,*? who con- 
firmed that it had a high but oddly selective activity 
against Salmonellas and other intestinal bacteria and 
against some of the Gram-positive cocci. They failed 
entirely to confirm the action claimed against staphylo- 
cocci: on the contrary they found that these organisms 
apparently became enormously resistant to albomycin, 
even during overnight incubation. Because of doubts 
about the purity of the sample used for this investiga- 
tion, further tests were carried out on an ampoule of 
pure material. Apart from its greater activity, this 
sample behaved in the same way, bacterial resistance to 
it developing with unexampled rapidity 

A specimen of albomycin recently reached the United 
States, where it was examined by E. O. Stapley and R. E. 
Ormond,* whose report on it is discussed in an accom- 
panying paper by S. A. Waksman These authors have 
shown that albomycin is closely related to if not identical 
with grisein. Both are amorphous red substances con- 
taining iron and amino-acids, and both are separable 
into four active constituents Their chemical and 
physical properties are as nearly indistinguishable as 
would be expected of two samples of the same sub- 
stance having different degrees of purity: their anti- 
bacterial spectrum is the same, and organisms resistant 
to each are also resistant to the other Girisein was dis- 
covered by Waksman and his colleagues eleven years 
ago. Perhaps the best description of it is that given by 
D. M. Reynolds and S. A. Waksman,* who regarded it 
aS unlikely to be of therapeutic use owing to the rapidity 
with which bkacterial resistance to it develops, but 
Suggested that its use in combination with streptomycin 
might to some extent overcome this drawback. Since 
nothing further has been heard of this suggestion, it may 


Gause, G. F., Brit. med. J., 1955, 2, 1177 

Garrod, L. P., and Waterworth, P. M., ibid., 1956, 2, 6] 
ibid., 1956, 2, 1362 

*Stapley, E. O., and Ormond, R. I Scier 1957, 125, 587 


Waksman, S. A., ibid., 1957, 125, 585 
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be assumed that the American discoverers of grisein 
finally abandoned it as a useless curiosity. 

Waksman’s paper is entitled “Penalty of Isola- 
tionism,” and he deplores “the frequently unjustified 
creation of ‘new species’ of antibiotic-producing 
organisms and of ‘new antibiotics,” observing that 
these difficulties “ can be avoided only by close collabora- 
tion among the scientific workers throughout the world.” 
It is remarkable that a statement on similar lines should 
have been issued from Moscow at nearly the same 
time. N. A. Krassilnikoff,’ of the Institute of Microbio- 
logy, Moscow, complains that “ most authors, in describ- 
ing antibiotics which they have discovered, give either 
no information or insufficient information about the 
actinomycetes which produce them.” He goes on to 
discuss the taxonomic position of Actinomyces griseus, 
and claims that among the first 500 of 5,000 strains of 
this organism in his possession 15 different species have 
been identified. A method which he commends for 
establishing identity or otherwise among actinomycetes 
This is to 


assume that all such organisms are sensitive to an anti- 


is the observation of mutual antagonism. 


biotic formed by a different species, and also presumabls 
that different species never form the same antibiotic 
There being 23 species of Penicillium and 7 of Asper- 
gillus which form penicillin, the second assumption 1s 
certainly not generally true. There are only a few 
iuthorities in the world who are at home in the difficult 
subject of classifying these numerous organisms, and it 
should be left to them to find the way through this com- 


plicated maze. 


INDICATORS OF CHRONIC IRRADIATION 


The rapidly expanding atomic energy industry and the 
widespread use of radioactive isotopes are greatly in- 
creasing the size of population frequently exposed to 
ionizing radiation The experiences of the pioneer 
radiologists and radiographers make it imperative that 
the health of this new and growing population of 
workers should be adequately protected. Normally two 
methods of control are used concurrently These are, 
first, the physical measurement by monitoring instru- 
ments of the dose received by each individual, which 
entails his active co-operation, and secondly the time- 
honoured routine blood count 

Apart from the genetic response of the generative 
tissue to irradiation, the response of the haemopoietic 
system is the most sensitive among the mammalian 
tissues. Consequently it has long been believed that 
haematological changes would be an early indication 
of radiation damage. Recently doubt has been thrown 
on the value of routine blood counts to show the 
damage, it being held that they are insensitive indicators 
of both acute and chronic irradiation and may not 
mirror the damage to the bone marrow.'* But M 
Helde,* by making repeated total white cell counts and 
comparing the results with the expected normal distribu- 
tion, was able to distinguish between individuals who 


were in contact with radiation and those who were 
not. Now P. W. Edmondson reports an experimental 
approach to the problem in this Journal (p. 363). He has 
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used guinea-pigs, which as a species are known to be 
very sensitive to daily irradiation,’ but in addition to 


the peripheral blood he has _ performed 


bone marrow A fall in the 


examining 
serial examinations of 


] 


tal white cell count was noted fairly soon after the 


beginning of the experiment, and eventually a severe 


neutropenia developed [hese changes contributed 


little to the killing effects of the irradiation, since it was 
to widespread haemot 


killed 


i thrombocytopenia, giving rise 


rhages and terminal anaemia. which eventually 


he animals. The bone m 


rrow gave no reliable indica- 


m of damage until the terminal stages, when in 


‘sponse to the anaemia it became almost completely 


ythropoietic 


_ re " i . > 
Edmondson’s animals received a tar higher dose 
imely, 10 r of gamma rays per day—than would be 
ywed as an occupational exposure, and, as the dail 


se extended over 16-hour period repair Was Likely 
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rHE BABY’S SWALLOW 


In recent years the work of H. Waller' has added much 
to our knowledge of the mechanism of an infant's suck- 
ing, the causes of failure of breast feeding, and how to 
them. K. ¢ 


breast feeding there is a vis a tergo supplied by the con- 


remedy Richardson’ has shown that in 
tractile myoepithelial cells which surround the alveoli 
ind extend down the walls of the ducts; this force 
renders the infant’s task much easier. In artificial feed- 


ing, gravity has to replace this force; hence the 
importance of holding the bottle correctly tilted. 
Happily 


irtificially fed have largely been solved by the general 


the problems for infants who have to be 


idoption of dried milk feeds, but there still remain a 
irge number of “ difficult feeders * in whom the trouble 
lies not in the choice of food or in organic disease but 
in the processes of sucking and swallowing These 
infants, with failure to thrive, swallowing of air, vomit- 
feeding. and similar difficulties, continue to 


practi- 


ing, slow 


daily problems in the lives of many 


provide 


tioners. If the infant is normal and the feeds otfered 


ire adequate in constituency, volume, and total daily 
ke, and yet the infant presents with any of these 
sroblems, there remain the bottle and the teat to con- 
sider [here is still some argument about the most 
shape of bottle. though most authorities are 
reed the superiority of the straight variety over 
e boat-shaped. Less attention has been paid to the 
but, as a result of their cineradiographic studies. 
G. M. Ardran, F. H. Kemp, and J. Lind® believe that 
uf in important tactor Ihe teat should, they con- 
sider, be of soft consistency—not rigid—for this soft- 
ness allows a teatful of milk to be swallowed with each 
d tongue movement, whereas with a rigid teat 
ree or four such movements may be necessary ; and 
there should be an air inlet, since this lessens the amount 
yt r ingested during feeding [he neck should be 
row (approximating to the diameter of the base of 
tners erect nipple ind the hole should be large 
yugh to permit a fast drip. A healthy infant will then 
orobal take his required feed in ten minutes or less 
th complete safety and less air-swallowing 
\ further interesting finding in the study of Ardran 
leagues concerns the significance of the ton- 
d rynge ymphoid tissue in swallowing. They 
these act as space fillers and prevent milk 
the posterior pharyngeal wall, thus assist 
g in keeping t rw open and directing some ol 
tl Ik i tt ywer pharynx. When a sufficient 
qua I i lated there, the iirway 1s closed 
d the infant swallows, the bolus being helped down 
esophagu ¥Y a peristaltic wave As soon as the 
ed urway ts restored 
Wer rd with great regret the death on February 1! 
f Dr. Er t Jones, friend and biographer of Sigmund 
i rT d consulting physician to the London Clinic 
Psycho-Analysi 
W H , BE. oe and’s British Obstet il Pra e, 1955, Cl 
Heinemann, Lond 
2 K.¢ / B, 1949, 136, 30 
G. M., Ke PH Lind, J., Br 1. Rad 1958, 31, 11 
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A CASE OF HEALTH 
BY 


RICHARD ASHER, M.D., F.R.C.P. 
Physician, Central Middlesex Hospital, London 


Many cases of unusual illness are described in these columns, 
so it may make a change if I report a case of unusual health. 
The lady I describe here is healthy not only in the sense of 
never being ill but in the more practical fashion of being 
useful and hard at work for 76 consecutive years with only 
My knowledge of her is purely social ; she 


10 days’ illness 
‘I don't believe in them,” she says. 


never consults doctors: 

Fanny, as everyone calls her, was aged 90 on January 31 
and works as a cook and general servant at a girls’ day- 
school in London. She was born on January 31, 1868. She 
went to school till the age of 13, and then started work in 
domestic service. Since then she has worked at this profes- 
sion without any illness or absence from work except for 
10 days off in 1932 with bronchitis and severe fatigue after 
she had been nursing her husband with a fatal illness. 














Fanny at her oven, cooking the puddings 


She started her present post 42 years ago; it is both 
strenuous and responsible. She cooks for 90 people and is 
also housekeeper to the headmistress. Her average working 
day is as follows: 6.30 a.m., gets up and takes her dog for a 
walk, after which she cooks breakfast for four. 9.30 a.m., 
goes out shopping for the school. 11 a.m., starts cooking 
the school lunch ready for 1 o'clock 1.30 p.m., receives and 
sorts the dirty crockery brought down by the children, takes 
her dog for a walk, and then changes into a black dress and 
apron for the afternoon. From 2 to 4 p.m. she is on duty 
for the front-door bell, but manages to get a little rest during 
this time. 4 p.m., gets tea ready for the staff of seven 
teachers. 4.30 p.m., clears up tea. 7 p.m., prepares supper 
for her mistress. 9.30 to 10 p.m., takes her dog out for an 
evening walk and then goes to bed 

On Saturdays she does cleaning and _ polishing On 
Sundays she does her washing in the morning and then cooks 
and serves lunch. She takes the afternoon off and prepares a 
cold supper for the evening. She stays at the school during 
the holidays even when her mistress is away, when she is 
quite alone in the house. She is an alert, spry little woman 
who moves quickly and vigorously. She enjoys her work, 
and her mistress, who is devoted to her, regards her as a 
treasure 

Though many people are very active at 90, it is rather 
unusual to perform quite so much responsible work at this 
age and to work at one job so many years without absence 
through illness. This rare condition of health is probably 
hereditary—her mother lived to 100, her sisters died at 89 
and 86, and her brother is 86 


A CASE OF 
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ORDER OF ST. JOHN OF JERUSALEM 


Those recently appointed to, or promoted in, the Venerable 
Order of the Hospital of St. John of Jerusalem include the 
following members of the medical profession: 

As Knights: Drs. J. T. Whitley and R. V. S. Cooper, 
As Commanders (Brothers): Sir Charles Dodds, F.R.S., Air Vice- 
Marshal L. M. Corbet, Messrs. D. P. McIntyre and D. W. 
Montgomery, and Drs. J. C. R. Buchanan, C. H. Drake, M. Y. 
Paget, G. Swapp, and H. H. Hurst. As Officers (Brothers): 
Squadron Leader P. Cauthery, Mr. S. W. Cooper, and 
Drs. H. D. Teare, Chia Boon Leong, W. Duncan, C. T. 
Newnham, A. Morrison, A. Chalmers, C. F. Fairlie, T.D., A. G. 
Walker, R. G. Sprenger, R. H. Kipping, R. H. Scott, J. H. C. 
Clarke, G. N. M. Wishart, F. P. Wallis, S. G. Nelson, J. M. 
Pedler, N. G. Hoddle, and M. F. Leslie. As Associate Officer 
(Brother): Dr. N. Pines. As Officer (Sister): Dr. Florence E. 
Stewart. As Serving Brothers: Major K. C. Greenwood, 
The Reverend R. H. Smallwood (Assistant-Chaplain), and 
Drs. J. F. J. Kelly, F. N. Grannum, A. C. Kirton, H. W. 
Morck, E. M. Sharples, W. B. R. Jones, W. Nixon, Wong 
Wa Kwan, Lam Yu Shing, Woo Pak Foo, Lam Chiu Chun 
W. A. R. Mailer, E. W. Tapley, R. F. Mackenzie, R. W. 
Rutter, W. H, Mylechreest, D. D. Towle, J. A. Wilson, T. S 
McKean, K. E. Inman, J. T. Cullen, A. W. Burton, J. D 
Fotheringham, F. L. Thyer, and W. J. Nicholl. is Associ- 
ate Serving Brothers: Drs. I. S. Patel, S. Lurie, and H. M. Khas 
is Serving Sisters: Drs. Kathleen E. Thompson and Annie D 
Gibson 
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OBSTRUCTION OF THE SMALL INTESTINE 
[FROM A SPECIAL CORRESPONDENT] 


On February 5 the Surgical Section of the Royal Society of 
Medicine discussed “ Small-bowel Obstruction.” Mr. A. 
DicKSON WriGurt, the Section President, was in the chair. 


Acute Obstruction 

Mr. R. V. Cooke, the opening speaker, dealing with acute 
obstruction, began by quoting the Registrar-General’s mor- 
tality figures. The death rate for acute obstruction had 
dropped from 4,000 per annum in the decade before the 
second world war to just under 3,000 at the present time 
This was no very dramatic improvement, and part of it 
might be accounted for by improved anaesthesia, intra- 
venous infusion, and the services of the chemical patho- 
logist. Obstruction of the small intestine was a treacherous 
condition. The average general practitioner saw only two 
cases a year, yet it was vital that he should make the 
diagnosis early and send these patients to hospital forth- 
with. A fatal issue might follow the delay when the initial 
signs were missed or the case was thought to be “only an 
early one.” Delay was the great killer in this disease. 
whether in the home or in hospital, Mr. Cooke expressed 
his “ violent antipathy ” to three common causes of delay in 
hospital. Some thought, he said, that they could differen- 
tiate accurately between simple obstruction and strangula- 
tion ; this attitude could result in unjustifiably conservative 
treatment with tragic consequences. Mr. Cooke thought it 
impossible to distinguish between these two types of obstruc- 
tion. and he described some alarming cases to illustrate this 
point. Another cause of delay was the use of the Miller- 
Abbott tube ; a great deal of time might be needed to intro- 
duce it into the small bowel, and even if the manceuvre 
was successful the tube’s value in acute obstruction was 
very limited. A third cause of delay was the policy of 
‘suck and drip to death”: pre-operative transfusion should 
be rapid and aimed at getting the patient into a state suitable 
for operation at the earliest possible opportunity. 

Mr. Cooke then analysed replies from registrars through- 
out the country to a letter written asking a number of ques- 
tions on acute obstruction. Nearly all agreed with him 
that it was impossible to make a certain diagnosis between 
simple and strangulating obstruction, and some thought it 
useless and dangerous to try to do so. In patients who were 
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ediate operation was generally advisec Benign and malignant neoplasms of the small gut, though 
ind electrolyte depletion, rapid pre rare, were seen from time to time. Leiomyomata of the 
us infusion was of great value, whole bowel wall had a tendency to necrose, sometimes with 
ularl beneficial If the bowel was massive haemorrhage. Carcinoid tumours might be solitary 
tient would deteriorate despite intensi or multiple and sometimes had a hereditary basis; at the 
yperation wi d mprove his cond time of operation 60 would have already metastasized 
stified on 1 the patient whose abd They grew very slowly and should be excised radically, 
d scars and who had little ¢ 
these cases . stism could be Discussion 
yh Iped king a diagnosis In the ensuing discussion Mr. P. T. SAVAGE described 
was inconclusive Obst ction fter his wn series of 115 cases of small-bowel obstruction 
sureerv should always ed b excluding external hernia). There were 17 deaths, but in 
t} nt could withstand the second those under 70 years of age the mortality was only 7 
- in C Imost immed n those over 70 it was 34 While stressing the value of 
— cul hard to diagnos idiography in diagnosis, he warned that it might occasior 
i ded bowel s} ld be decompressed illy mislead Decompression of the gut at operation was 
. the abdomer ve valuable, and Mr. Savage demonstrated his own inst 
er t se. post-operative discomfos ent for this purpose. Professor H. W. RODGERS showed 
vy has d. Removal of the toxic fluid f films of a patient in whom fluid levels had persisted 
j . even x Oo month fter operation despite a good ippetite and 
bowel movements. Sev | such cases had been see 
. was } with ‘ Sir RALPH MARNHAM voiced suspicion about the value of 
s and a t na ent ere difficult idiographs in diagnosis and cautioned against relying t 
was diag . * nuch on them. Mr. Ropney SMITH thought radiograph 
. r meals Ay ¥ f value, but that it needed as much judgment in interpreta- 
” - tion as did physical examination, of which it was really an 
- : * tn extension He defended the Miller-Abbott tube as being 
h cases Mr. Cooke's seful in ve limited number of cases, particularly those 
\ DD he t g vith diffuse plastic adhesions 
Mr. DicKSON WRIGHT made a few closing remarks. He 
Cheente Ohetrectien emphas ed the importance of the severity of the initial pain 
de to the seriousness of the case. The contents of 
P.R.C.S.Ed., the cted bowel were not toxic, and all fluid aspirated fro 
test rhe S OF diagnosis the stomach should be returned to the patient in a rectal 
feeble, so that les f the drip. Perhaps some of the value of x-ray examination lay 
dof nt had the short delay it caused, thereby allowing time for a 
cuon he s ( e thoughtful assessment of the case 
7 ad n 
th hot} P e j 
» s « . H N ‘ sé . N 
Preparations and Appliances 
Idi CK if D 
( vh h st t 
aye erence heen Rayesespc lige ALVEOLAR CARBON DIOXIDE ANALYSER 
this was particularly likely higl Mr. L. R. C. Hawarpb, senior clinical psychologist, Winterton 
S wel disease should always be Hospital, Sedgefield, Stockton-on-Tees, writes An accurate 
ice of the triad intestin C est ition of changes in the percentage of alveolar CO: is 
1 normal gastric acidit \ ot infrequently required in both clinical and research worh 
netimes ed by the Among obvious examples two may be cited: the alveola 
p ch had beer content change in diabetes mellitus due to stimulation of 
) ied d the respiratory centre (it llowing the haematological take up 
i vitamin By. A dministratior excess acids) and the determination of the exact degree of 
T n of the gut with antibiotics hyperpnoea following hyperventilation for electroencephalo- 
e After extensive 1 raphic purposes 
2 occurred owir As a diagnostic instrument in the laboratory, clinic, or 
prot calc i } lef the classical Haldane-Priestley apparatus has man 
ind de techniques, using modifications 
d d ¢ g cause original inst ent, have been made by many invest 
A lowes erit tis vato! Probably the tw ost effective types of apparatus 
if thered use to-day, which have much in common, are thos 
ht re extensive adl ns ntrodi 1 by Scholander (1942) and Asmussen and Buchtha 
as not relieved | re 149 | have redesigned Scholander’s “ quick analyser 
h f de to te certain difficulties inherent in the original desigt 
W th A d the trans nd the cost of the instrument has been greatly reduced. 
dw d ; bowel | ts new form the apparatus consists of a woode 
h idhe W burett tand to which is affixed a I-ml. pipette graduated 
had been shown that n 0.01-ml. intervals and connected by stethoscopic tubing t 
a vA i did not 7 vent 25 rlass reservol The latter is hek n place by 
ne id e betor I y pring clip which allows the “ head pressuls ” of the 
would, howev prevent adhesions it guid to | djusted nd between the pipette and the 
with v xtensive | toneal adh vertical lumn of the stand strip of white cardboard 
ition, which consisted ir turing th positioned in order to make the meniscus easy to see The 
| togethe ’ derly fashion so that lower end of the pipette is closed by another length o! 
db proved to | ffect tethoscopic tubing and a spring clamp. The burette clamp 
ght se obstruction, and simpl preferable to the Sterivac screw clamp, since the former 
( f temporary occh t permits a more delicate control over the meniscus position 
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The reservoir is filled with a 10% solution of potassium 
hydroxide to which a few drops of caprylic (sec. octyl) 
alcohol have been added to stabilize aeration. By operation 
of the clamp the liquid will flow down into the pipette. 
After allowing time for the atmospheric COs: present in the 
pipette to be absorbed, the meniscus should gradually be 
lowered to the I-ml. mark ; this is best done by holding a 
finger-tip over the end of the tube and so controlling the 
release of the air by both finger and clamp 
The “ end-expiratory sample ” should be obtained by the 
usual methods, with careful attention to the safeguards 
detailed elsewhere (Haward, 1955). Briefly, the patient 
expels air as com- 
pletely as possible 


a through a rubber 
tube of small bore. 
In my department 
the tubing is 
attached to a No. 
4 B.O.C. face- 
mask, which the 
patients find more 


comfortable in use 
When _ expiration 


= 
} 
| 4 has been as com- 





Ca a a | 


s 


plete as possible, a 
/ ry 2-ml. syringe is 
connected to the 
hypodermic needle 
already inserted in 
the tube as close 
to the patient's 
mouth as possible, 
and a little over | 
ml. of residual air 
is withdrawn. The 
syringe complete 
with needle is now removed and the needle embedded in 
a rubber cork to seal the contents while they are allowed to 
cool to ambient temperature The rubber bung is then 
removed and the sample reduced to 1 ml. by expelling the 
surplus air: in order to have an accurate and consistent 
volume it is desirable to use a piece of wood as a key 
between the syringe head and the plunger thumb-piece 
the plunger can then be quickly depressed until it touches 
the key, and the contents can then b@ injected into the lower 
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piece of tubing of the analyser 

The meniscus will be seen to rise to the top of the pipette, 
and will come to rest at some distance below the zero mark 
according to the volume of COs which has been absorbed 
The meniscus wiil now give a direct reading of the CO 
content per ml. of the respiratory sample, and it has been 
found possible to measure to within 2 microlitres with 
reasonable accuracy-—that is, 0.2% of the sample. 

The advantages of this type of apparatus all lie in the fact 
that the gaseous contents of the syringe are not injected into 
a liquid; this immediately eliminates those troublesome 
sources of error which arise from foaming of the liquid, 
drainage time, and the adhesion of bubbles to the walls of 
the tube Frequent piercing of the rubber tube will 
eventually cause leakage, but this has been quite negligible 
in my department. Vogt Lorentzen (1953) has devised an 
ingenious way of overcoming this by using a curved canaula 
attached to the syringe, but it seems much simpler to change 
the rubber tubing after a certain number of punctures have 
been made. The use of stethoscopic tubing is stressed 
because its dimensions (5 mm. bore and 12 mm. external 
diameter) will delay the onset of leakage to a considerable 
degree 

I am indebted to Dr. Harald Erikson, of the Institute of 
Respiratory Physiology, Oslo University, for his helpful criticism 


and invaluable advice 
REFERENCES 

Asmussen, E., and Buchthal, F. (1949). Electroenceph. clin Neurophysiol., 
1. 503 

Haward, L. R. C. (1955). Indian J. Psychol., W, 111 Abstract in Psychol 
Abstr., 195 31, 163 

Scholander, P. F. (1942). J. biol. Chem., 146, 159 

Vogt Lorentzen, F. (1953). Scand. J. clin. Lab. Invest., 5, 132 


PREPARATIONS AND APPLIANCES 


395 


BRITISH 
MEDICAL JOURNAL 


Correspondence 





Because of heavy pressure on our space, correspondents are 
asked to keep their letters short. 


Carcinoma of the Breast 

Sir,—In your leading article on carcinoma of the breast 
(Journal, February 1, p. 269) the problems related to preg- 
nancy in a patient who has undergone a radical mastectomy 
for cancer are briefly discussed. Your leader-writer observes 
that “ideally, for such women to become pregnant is im- 
prudent”; and thereafter goes on to discuss the circum- 
stances when an unwanted pregnancy may be terminated, 
concluding that “its early termination if it has occurred is 
a wise course.” I find this too dogmatic. While I have no 
ethical objections whatever to the operation of therapeutic 
abortion, I am reluctant to have my decision prejudged in 
respect of the individual patient. I do not suppose that 
your leader-writer means to imply that a decision to allow 
an unwanted pregnancy to continue is necessarily an unwise 
course ; but already an impression to that effect is wide- 
spread among certain practitioners, and is communicated to 
the patient and her relatives before she is seen by the gynae- 
This, at least, is imprudent.—I am, etc.. 
W. I. C. Morris 


cologist 


Manchester, 13 


Stiff-man Syndrome 


Sir,—I cannot give Dr. Richard Asher’s article (Journal, 
February 1, p. 265) greater praise than to say that I read 
it before the newspaper at breakfast. It was almost as good 
as attending the meeting at the Central Middlesex would 
have been. Not all medical subjects are suitable for this 
kind of writing, but single cases of great interest are, I think, 
best described in this very readable way. How dull (and 
unread) Dr. Asher’s story could have been.—I am, etc., 

Enficid. Middlescx C. ALLAN BIRCH 

Sir,--The great rarity of the syndrome so clearly described 
by Dr. Richard Asher under the title “ A Woman with the 
Stiff-man Syndrome” (Journal, February 1, p. 265) is mani- 
fest by the syndrome having escaped the attention of 
Charcot and his followers at the Salpétriére school at Paris 
I would like to make only one suggestion—namely, that 
minor cases of the same kind may have sometimes been 
labelled as cases of extreme tenderness of uncertain nature 
Following Charcot round the wards on one occasion | 
remember the case of a youngish woman, said to be qn 
example of extreme tenderness of the skin, of uncertain 
nature. Of course she was not meant to be examined by 
the students and young doctors accompanying Charcot. I 
only want to suggest that some cases of extreme tenderness, 
or sensitiveness to touch, may really have been minor 
examples of the syndrome so admirably described by Dr 
Asher and the American physicians of the Mayo Clinic. 
Clinical biopsies were not always made in those days in 
search of the microscopical signs of a true myopathy 
I am, etc., 

London, N.W.1 F. PARKES WEBER 


Sir,-I was most interested to read Dr. Richard Asher’s 
article on this subject (Journal, February 1, p. 265), par- 
ticularly as I have recently seen a man whom I believe to 
suffer from this condition. He has visited several hospitals 
in the London region and may be well known to some of 
your readers 

Mr. L. L., aet. 35, states that he had tetanus two years ago and 
since then has had episodes of painful cramps in the arms and 
legs which may last from two hours to several days. Associated 
with this he sometimes has retention of urine. When IT saw him 
in December, 1957, I did electromyograms on the affected muscles 
and found no evidence of myotonia or irritative discharges. The 
motor unit pattern was of normal appearance and in no way 
resembled a myopathy The extraordinary feature was that, 
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tithough the muscles remained hard d bunched-up and the (i.e., 24 remaining clear while at their original work, and 
sponding joint almost immovable, the electrical activity was 25°, remaining clear after changing their work). However, 
d at times was entirely absent (co-axial needk he does not indicate what proportion of those who changed 
Ges were USEC) work and had no further trouble were those who originally 
Physiological terature contains many relerences tO had sensitization reactions (as opposed to dermatitis from 
nethods of producing contracture eversible shortening of primary irritation) Reading between the figures, it would 
iscle without electrical activity)’ and it is interesting that seem that most of this group did have such sensitization re- 
€ he ethods 1s ection of tetanus toxin in the cat actions, and with his inference that there is a better outlook 
McArdle’ has described a somewhat similar case In a man for a man specifically sensitive one would not disagree 
\ had an anomaly of muscle glycogen breakdown, and Indeed, where a specific sensitivity is involved, it is often 
ere also contracted muscles showed no electrical activity possible, especially if an industrial medical officer can co- 
ectromyographically His patient responded wes tO ~=—s €Eeperate, to modify the job so that the responsible contact 
ercay B.A.L.). Should Mr. L. L. present again else s excluded, and so allow the man to continue at his old 

‘ serhaps trial of dimercaprol and a muscle biopsy work without the loss of earnings which all deplore 
vould be considering At present sc s the For the subject with primary irritant eczema vv the 
\ e1 t he intravenous calen deme eczema-prone individual, on the other hand, there ts nothing 
f me enefit to suggest that he will be tree of further skin trouble in a 
| P f o Dr. E. R_ Cull for per ion to sh different job, and it is questionable whether one’s aim should 
$ case be solely to try and achieve absolute freedom from rash 


One does, however, agree with the statement that, “in most 
ses, every effort should be made to keep the man working 


F< E. D. R. CAMPBELI . 
REFEREN it his old job with suitable precautions rather than advise 

—_ so > 10. 3 him straightaway to change his work.” The point might 
McArdle, B a. 3 Si, 10, 13 further be made that in patients with a non-sensitization 


dermatitis the doctor’s encouragement to remain at the 
Industrial Dermatitis iginal work may go a long way towards obviating a man’s 











Sir [he papers by Dr. F. F. Hellier and Dr. H. R emotional misery at having to undertake a less remunerative 
Vickers on industrial dermatitis, published in your issue of post unnecessarily, or, more, prevent him from brooding at 
25 (pp. 196 and 199) e extremely interesting and home over a cutaneous misfortune which has stopped work 

€ able studies. Like Phillips’s paper,’ they present together These are both factors which would tend to 
al picture of the prognosis in industrial dermatitis igeravate badly the constitutional provocations of any 
One of the reasons for this is that they are all dealing with ¢czema, making the last state worse than the first, and are 

aa roup of patients—namelv. workers whose skin to be avoided if possible on those grounds. A disinclination 

m uble = ms suffic er . severe for them to be off work for to advise a change of work, unless impressed by a convince 

n three weeks and to claim industrial injury benefit ng exhibition of specific sensitivity, would seem a logical 

These cases represent only a fraction, and probably quite a course to adopt An encouragement to continue work in 

small fraction. of the total numbe f men who developed other cases, making the maximum use of residual capacity 
der teic n industrial hazards even though the skin may not be spotless), would, as 

In manv instances. f each man whose dermatitis is severe Ch llarv. seem useful measure towards rehabilitation. — 
enough to necessit him being off work for more thar I C 
" week wr be eferred to a dermat gist at hosp Wid JOHN K. MORGAN 
tal the L na well pe d c others who e ot SO everel 
iffected nd wh e dealt with b the industrial edical SIR As an industrial medical officer, I hope I ma pe 

fficer y their own practitioner and recover in a tter illowed to comment on some points mentioned by Dr. F. I 

f davs he true facts only ne to licht wt every case Hellier and by Dr. H. R. Vickers in their very practical 

d t the particu factor r industryisexamined papers (Journal, J 25, pp. 196 and 199) 

‘ slvsec In the aero-engine factories of which I am medical officer 

r} , eal need for , tudies of the latte here has been established for the past 10 years a system 

ye carried t, and it can only be done by a joint f working, based on the principle of minimal contact with 

dust dical off nd d tologists. WI . itants. which has resulted in the incidence of occu- 

' d. the progr : found te be not tional dermatitis having been reduced to negligible pri 

de 5 derabl portions it vorking population of around 7,500 The 

hich than the figures f dermat | ; and es which do occur are seen in their earliest stages, are 
Mf t f National Insurance offices indicat Dr. Vicker dvised and encouraged to stay at their jobs with pers: 

I) H r hat that nt r ted materia ‘ | pervisior ind if necessary ire reinstructed t 

: 5 cupa ( nt in the protective measures provided for them. The num- 

his dustrial dermatitis t f th Ss cr « € ploye M fl ork and who received indt 
the factors 2 nconst r absent trial is st fit from the Ministry of National Insurance 
d ng tl past 10 ears has averaged fou per innum 
( D. CALNar d th y ge period off work was 4.5 weeks I have 
found that the financial status of the family group to which 
ra , 172 pl belongs is an important factor in making him 
her decide whether to continue at work or not Thus 

SiR, It ntcresting paper on 5 in Indust middle-aged employee with a grown-up family, whose 

é J “ 6), Dr. F. F. H wage-packet Is one of several coming into the household, 
cr pI nany i one j s10n will me readily go off work than a younger colle igue with 
r ] t Essentially his f the same type and degree of industrial dermatitis who is the 
x tely ercentage of the su le wag irner in his family 
C t h trouble whet! " nt ted in Dr. Vickers’s paper particularly where 
. a 7 eee | finding must sure f) tates that mong 250 steelworkers, there was an inci 
: g t ext tant about der f 87 cases (34.8%) of dermatitis caused by the use of 
‘ t thought to | flavir nd its analogues, and penicillin, in the treatment 
: r It is t t that complet f f il ies at work. Perhaps my experience on this 
ty fre ; juent attack likely t ccur o1 bject from within the industrial environment may have 
+ change of work. although the figures from his cas ome relevancy. During the past 10 years the total number 
we 1 not eer t upport tl ontention f minor injuries uch as its, lacerations, abrasions, and 
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punctured wounds, which were treated, after preliminary 
washing with soap and water, with 1% cetrimide and pro- 
flavine dressings, was 138,600, a yearly average of 13,860. 
There has not been a single case of sensitization dermatitis 
with this regime, though I am aware that a small propor- 
tion of workers are hypersensitive to the application of 
acriflavine. Similarly, burns and scalds, with an annual inci- 
dence of 860 over the past 10 years, and the 2,480 wounds 
which I have sutured in the same period, have been treated 
with penicillin ointment, 1,000 units per gramme. Again, 
there have been no cases of sensitization dermatitis. If 
these results are similar to those in other industrial medi- 
cal departments, it follows that, relative to the total number 
of minor injuries treated with acriflavine—or, better still, 
proflavine—and with penicillin over a given period, the inci- 
dence of sensitization dermatitis caused by such agents must 
be very small indeed.—-I am, etc., 
EDWARD COLLIER 


Glasgow 
Common Cold: Fact or Fancy ? 

Sir, —-The report of the discussion by the Section of 
General Practice at the Royal Society of Medicine, entitled 
“The Common Cold: Fact and Fancy ” (Journal, January 
25, p. 214), records more fancies than facts. Dr. RE. Hope- 
Simpson’s figures that for the past five years 350 volunteers 
had an average of seven colds each year. with an annual 
morbidity of 70 days, are clearly grotesque. The average 
incidence of colds over the country as a whole, as taught 
me by Professor C. H. Browning and in keeping with my 
experience, is not more than two per annum. Any indi 
vidual who suffers from appreciably more than this figure 
is the victim of vasomotor rhinitis—with its many and 
varied stress causes. As instances of the latter, let me quote 
the following examples in different age groups 

Girl of 24 years, about to be married to a young man with :¢ 
strong history of alcoholism, develops a streaming, afebrile cold 
not influenced by antibioucs, but cured in a matter of minutes 
by antihistamines 

Man of 48 develops an afebrile cold three days before he is to 
be operated upon for suspected carcinoma of bronchus This 
cleared up miraculously on antihistamines 

Elderly gentleman, retired and apprehensive, required to act as 
chairman to important gathering, develops a cold 48 hours before 
the occasion. This also clears up at once with antihistamines 


The above are not unusual cases, and in my experience 
anybody who constantly has more than two colds in a year 
can be benefited greatly by the intelligent use of anti- 
histamines. These must be given in the earliest stages, and 
once secondary catarrhal infection has developed they are 
better discontinued and replaced by preparations containing 
ephedrine. It is realized that the “cold” which spreads 
from one member of a household to another is likely to be 
a true infection, and therefore not likely to be averted by 
antihistamines, but surely this does not happen seven times 
a year and afflict one one day in five !—I am, etc., 


London, W.1 RALPH SOUTHWARD. 


Anticonvulsants and Megaloblastic Anaemia 


Sir,—The recent article by Drs. P. Kidd and D. L. Mollin 
(Journal, October 26, 1957, p. 974) prompts us to record 
another case of megaloblastic anaemia associated with anti- 
convulsant therapy. In the 27 cases which have been 
reported, the state of nutrition, laboratory findings, and 
appropriate therapy have varied considerably These drugs 
cannot yet be firmly incriminated, as is shown by Gydell’s 
review 

A 24-year-old female epileptic presented with a haemoglobin 
of 8.5 g. per 100 ml., R.B.C. 1.9 million per c.mm., and M.C.\ 
138 c.microns. No oral or haemorrhagic manifestations were 
present. Serum vitamin B,, was 160 yuug. per mi.; free acid 
present on gastric analysis; fat balance and liver function tests 
normal. Anticonvulsant therapy had consisted of phenobarbi- 
tone, gr. 1 (65 mg.) twice daily for six years, with the addition of 
primidone, 750 mg. daily for two and a half years before admis 
sion. For the last six months her dict had been conspicuously 
lacking in animal protein and fresh vegetables 
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Before marrow puncture was pefformed, ascorbic acid was 
given orally without alteration in the blood picture. The marrow 
showed a reversed myeloid:erythroid ratio with a marked shift 
to the left in erythropoiesis. The early forms were megalo- 
blastic, but only an occasional later form showed minor abnorm- 
alities in chromatin pattern resembling the picture described by 
Varadi.* Howell-Jolly bodies and giant metamyelocytes were 
present, indicating that the disturbance did affect later forms of 
maturation. There was a striking dissociation between marrow 
and blood pictures, but, as review of the literature shows, marrow 
findings are not uniformly like this. This was exemplified by 
another case attributable to phenobarbitone only, with a haemo- 
globin of 4.6 g. per 100 ml., in which the marrow resembled that 
of pernicious anaemia. Dr. Varadi does not state the level of 
haemoglobin in his cases and the degree of anaemia will obviously 
affect the marrow picture. Concomitant vitamin C and/or 
protein deficiency may also be required to produce the “ full- 
blown ” megaloblastic marrow. Oral folic acid in this case pro- 
duced a satisfactory rise in haemoglobin and R.B.C.s_ whilst 
anticonvulsant therapy was continued. 

In support of a direct relationship between anticonvulsants 
and the anaemia is the fact that where primidone has been 
incriminated the average duration of therapy has been one 
and a half years, whereas with phenytoin sodium this has 
been five years. This difference may be attributed either 
to the closer structural similarity of the former drug to folic 
acid or to the higher dosage employed. This comparison, 
however, does not take into consideration the amount of 
phenobarbitone, which most patients have also received 
We are, etc., 

D. W. Dawson. 

Manchester, & J. JOHNSON. 
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Problems of Puberty 


Sik,—There appears to be a tendency amongst medical 
men who refer to masturbation to condone it, and recently 
some have gone even further. Dr. Douglas Hubble (Journal, 
January 25, p. 191), in referring to Kinsey's figures, describes 
the minority who do not masturbate as the “ abnormals.” 
It seems a little hard to be labelled as abnormal because 
one exercises rather more self-control than one’s fellows. 
Is the scholar “ abnormal ™ because he excels in knowledge 
or application 

The figures (Kinsey’s) which Dr. Hubble quotes for 
America are staggering and, of course, cannot be very reli- 
able. But two years’ experience as a resident medical officer 
at a British public school convinces me that the incidence 
here is much lower I cannot believe that a boy who 
masturbates daily is doing himself no physical harm. I 
could instance many cases where a boy’s deterioration or 
advance both mental and physical can be traced from the 
time of this adoption or abandonment of this evil practice. 

Furthermore, no doctor worthy of the name can divorce 
himself from the moral implications. A boy usually com- 
mences masturbation from a combination of curiosity and 
urge, and this is the time when wise advice can help him 
most. It is a short step from this stage to that of deliberate 
auto-eroticism aided by the mass of pornography which our 
modern “ Welfare ~ State places in the hands of youth. The 
result can be deplorable and is probably at the root of a 
great deal of juvenile delinquency. It is time the medical 
profession ceased this attitude of Jaisser faire and at least 
discouraged this revolting practice.—-I am, ete., 

London. N.W.1 R. N. B. Byatt. 


Sir,— Quoting Kinsey ef al. as saying that 90 of 
American males have masturbated by the time they are 
17 years of age, Dr. Douglas Hubble VJournal, January 25, 
p. 191) goes on to declare that “the abnormal boys, then, 
are those who do not masturbate.” Presumably the words 
used say a little more than he meant to say, otherwise the 
deduction is not fully logical. In any case, Kinsey's statistics 
relate to a world in which true religious influences are sadly 
admitted to be at a comparatively low ebb. Dr. Hubble 
exhorts doctors to base their advice to adolescents on these 
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premises Ihe easygoing outlook which results is very 
ch in line with so-called modern trends of thought, and is 
kely to become even more generally accepted than it 
eady is. One feels, therefore, that there is considerable 
S ¢ [f the fev may have the resolution 
ikened by the appare weight of evidence against them 
i i even the attempt to follow the stony, though 
y rewardir path of self-contro May a word then 
put in for the encouragement of these ? The Bible 
4 e\ pics T tres VnO 1thoug no doubt 
thought “abno ’ by the majorities, were by no 

t | etc 


K E. A. KNAPPETI 


Abnormal Responses to Muscle Relaxants 


Sir,—Dr. P. B. Croft’s paper (Journal, January 25, p. 181 
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individual, as is shown by the muscular pain and stiffness which 
frequently follow its unmodified administration. If fasciculation 
occurred in this weak elderly man, it does not surprise us that 
he took a fortnight to recover his previous state. Alternatively 
the reaction could have been myasthenic in type, with feeble 
fasciculation, incomplete paralysis and the slower recovery 
characteristic of an anti-depolarizing type of neuromuscular 


blockade We think that this patient’s muscles must have 
fasciculated as expected because neostigmine did not help his 
weakness but without more information further argument 
xecomes mere idle speculation 

We do not underestimate the value of this paper. Dr 


Crott has done us a service by pointing out a possible hazard 
in the investigation on surgical treatment of cancer. Never- 
theless, it would be a pity if patients with a suspected bron- 
chial carcinoma were to be refused general anaesthesia for 
bronchoscopy because of his conclusions and recommenda- 
yns.—We are, etc., 
DaviD BROWN 
Bd J. . ae YOUNG 
Techniques of Psychotherapy 
Sik.—Dr. E. A. Bennet, who reviewed my book A Short 
History of Psychotherapy in Theory and Practice in your 
ssue of January 11 (p. 89), has recognized it more clearly 
than most reviewers as an attempt to penetrate behind the 
smoke-screen of psychotherapists’ own theoretical explana- 
tions and compare these with what they actually do to their 
patients [ am replying to his criticisms only because he 
seems to me to see the point of my approach without being 
ible to face its logical consequences. 














This explains, for example, why he thinks I have given too little 
o Jung (although Jung is in fact the subject of two out of 
the eight historical chapters) Jung’s theoretical writings may 
| n exceed, Freud's in volume, but his technical 
novati mportant as they are, do not take so long t 
descrit Dr. Bennet also criticizes the well-supported view that 
Jung's un ines bout the Freudian emphasis on sex was the 
main reason for his apost I know that other and more 
th tical r ons were put forward, and my book deals with 
briefly ut the practical issue seems to have been whethe 
x ntial to ta to patients about sex, and the theoretical 
whi followed were probably attempts to confuse 
Dr. Bennet urprised by the suggestion that all modern 
’ Itic thods are descended from those of Mesmer 
I not sure whether he is denying my facts or my interpretation 
Briefly: Freud’s own autobiography acknowledged his 
i o the hypnotic technique of Bernheim, who derived it 
igh Lié iit, Braid, and Lafontaine, from Mesmer’s French 
imitator Adler’s and Jung’s subtechniques were modifications 
f id which both at first imitated. Coué’s technique of 
pn ic iggestion was derived from the Nancy school 
founded Liébeault and Bernheim. It goes without saying that 
these psychotherapists owed something to other influences, 
| nnot see how anyone could, or should want to, deny 

i < n ncesto 
I do, however, agree with Dr. Bennet that I should have dis 
ruished clearly between Freud’s method of “ free association ” 


nd Juneg’s amplification 
I am glad that he approves my suggestion that the efficac 
reatment depends even more than most modern psycho 
think upon the handling of the transference. H 

‘the incommunicable element in treat 
ent,” and says that few practising psychotherapists will 
that it could become a communicable part of tech 


ic Admittedly the best practitioners of a method are 

t vays able to say how they do it: but surely all the 
ipers on th ubject | Freudians, Jungians, and others 

t quite d id meaning Even if they were 
trainees learn a lot by imitation. Certainly no improvement 


n technique is likely to result from the rather mystical 


nption (against some evidence) that the most important 
t is “ incommunicable.” 
I hope that Dr. Bennet will recognize this reply for what 
is—a tribute to the importance of his criticisms If I 
hieve a second edition I shall try to meet some of 
point Ia t 
Rd NIGEL WALKER 
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Bedside Test for Proteinuria 


SIR There has recently been marketed in the United 
States of America a new product known as “ albustix ” for 
the detection of protein in the urine, and I understand it ts 


shortly to be available here. The test is extremely simple 


to perform, being very similar to the new enzyme test-sticks 
(e.g tes-tape ” and clinistix ~) for the detection of 
g UCOS A stick of thick paper is impregnated at one end 
with the reagents. Dipped into urine the impregnated end 


turns green if protein is present in the specimen. 

[he reaction is based on the protein error of indicators 
The impregnated end of the stick is buffered to a pH of 
ipproximately The buffer prevents the influence of the 
urine pH on the test, so that the indicator is affected only 


by protein if present Ihe test is not affected by the 
turbidity of the urine —filterine is unnecessary Nor ts it 
necessary to transfer the specimen into a test-tube These 


two advantages, possessed by no other test for proteinuria, 
make albustix a very useful addition to the general practi 
tioner’s diagnostic kit 

I have recently been testing the .sticks under practice condi 
tions and have now performed over 200 tests. In each case the 
sticks were compared with 25 salicyl-sulphonic acid (5 drops 
to 4 mi. of urine)—I have long ago given up boiling urine in my 
practice without any loss of accuracy, and with considerable im- 


provement in my temper ! found no false negatives However 
on many occasions a faint green colour change was recorded 
This occurred twice when the salicyl-sulphonic acid detected 

cloud, but t ll othe times the latter test showed an absence of 
protein. It was only in the last 50 or so tests that I noticed that 


this false weak-positive was found mainly in the urine of women 
of child-bearing age, and since then I have found it in only one 


male Among pregnant women (in my antenatal clinic) this 
ctior med to occur in more than half, but I would stress 
that I have not tested it sufficiently since I noted the coincidence 
On the other hand albustix are capable of detecting protein in 
ry weak dilutions. I added as little as two drops of the urine 
of a nephrotic patient to protein-free nples of urine, and, on 


ich of the four times I tested it, was able to get an easily recog 





The American samples of the sticks I 





nizable positive re 


tested had with the quantitative shade chart, which | found 
of little help. except that all the false weak-positives were of a 
shade between negative and the lowest positive (30 mg.°.,). In the 
case of positive results, it was not uncommon to { a range ol 
shades 

In n opinion the sticks will be very useful to G.P.s 


particularly at the bedside, when all that is necessary for the 
detection of protein is to dip the stick into the chamber-pot 


of urine. Once one is familiar with the limitations of the 
false weak-positive reactions 1 have described, they present 
no problem. If any doubt exists the urine could always be 
tested with salicyl-sulphonic acid. The price has still to be 
fixed, but I am told it will be about a penny a stick 
[ am, ete 

London, W STUART CARNI 

REFERENCI 
Feigi. F Spot Tests in Organ ina 1956, pp. 401, 402. Cleaver 
Hume Press, London 
Artificial Insemination 

Sir, May I express my agreement with the views put 
forward in the letter published in your issue of January 25 


92?) over the signature of Dr. Dorothy E. Peake, who 


conception 


) 
describes the pl ictice ol A1.D is a revolting ‘ 
contrary to human dignity and the integrity of the family 

Some 14 vears or more ago, when A.I.D. was first being 
actively mooted, I wrote a letter’ which was published in 
your columns wherein I made a plea that the medical pro 
fession should beware whither they were bound in condoning 
such a practice, for, once ethical standards are relaxed 

faci descensus Averno.” 1 was then a lone voice, but 
about a year later the late Sir Leonard Parsons,’ the well 
known Birmingham paediatrician, with some others wrote 
in your columns to condemn this practice 

It is. in my view, deplorable that any member of the 
profession should consider the practice of A.D. one in 
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which he or she can take part with a clear conscience. And 
what, one may ask, must one think of the mentality of the 
so-called donor ? 

I am uncertain whether the Ethical Committee of the 
British Medical Association has expressed an opinion about 
this practice, but a few years ago some evidence was given 
before the Royal Commission on Marriage and Divorce on 
behalf of the B.M.A. which seemed to condone the prac- 
tice of A.I.D.,° and I believe that this evidence was 
subsequentiy withdrawn* because it was repudiated by the 
general public opinion of the profession. It is surely over 
due that an authoritative opinion should be published or 
the ethics of this practice—I am, etc., 

J. R. A. TODHUNTER. 


Lodsworth. Sussex 
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Sik,--The patients who come to us for A.LD. are surely 
sadly disillusioned people. They have not come merely fo: 
the cure of their childless state—adoption would be a much 
surer and altogether easier method of solving that problem 
rhe act of falling in love having failed to satisfy them, they 
hold the view of many an otherwise enlightened spinster 
that pregnancy is not only productive of a most desirable 
infant but a potent magic called “mother love,” cal- 
culated to turn an ordinary female into a perfect angel with 
enough patience to outlast the demands of the most difficult 
childhood and the \ igaries of adolescence 

In my experience pregnancy is far more likely to be pro- 
ductive of nausea, and even vomiting, than of any magic 
The disturbed nights following on a day’s hard labour should 
suffice to convince any mother that true “ mother love ™ is 
i hard matter of discipline and unselfishness. Love is God's 
own production and cannot be obtained by contravening 
His laws. If we cannot tell our patients how to come by it, 
then let us at least refrain from adding to their disillusion- 
ment and sorrow I am, etc 


Bristol. 8 GRACE HARLAND 


Treatment of Leg Ulcers 


Sik,—I have read with interest the recent correspondence 
about leg ulcers and entirely agree that most cases can be 
cured by firm pressure over a pad. But what is the right 
treatment for the elderly patient with arteriosclerosis and 
signs of severe arterial insufficiency in the lower limb? 1 
have had several of these to deal with lately, and although 
I should like to bandage firmly | am afraid to do so.—l 
am, ete., 

Hove, 3 VerRA E. CLAXTON 


’ $iR,—I must agree wholeheartedly with Mr. A. Dickson 
Wright (Journal, January 25, p. 221) in his condemnation of 
spread of leg ulcer treatment into the hands of ancillaries 
The complaint that these patients voice most often in their 
sad pilgrimage from hospital to hospital is the lack of con- 
linuity in treatment—" We never see the same person twice.’ 
The tendency to encourage physiotherapists and nurses to 
carry out the actual details of treatment can only be a 
retrograde step, and is the negation of everything that Mr 
Dickson Wright has stood for since he first waved the green 
flag of elastic adhesive ambulatory compression in 1927 
giving the all-clear to gravitational leg ulceration. But yet 
with present-day meagre facilities I cannot see how any 
other course is possible. There are some 250,000 leg ulcers 
in Great Britain, including 25,000 in the London a 
The demand for treatment is far greater than the present 
facilities permit and inevitably leads to hurried, overcrowded 


sessions with “farming out” of the unfortunate patients to 





ome shane 
rea arone 


co-workers, Who may have neither the time, the interest, nor 
the experience to greatly benefit those under their care 
As L write IT have before me a Report of the Committee 


Fractures, appointed by the British Medical Association 
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1933, “to consider the existing arrangements for the treat- 
ment of fractures and other associated injuries of the limbs 
and to make recommendations for possible improvement 
thereof The Committee was set up as a result of growing 
dissatisfaction with the facilities available at that time for 
the satisfactory treatment of acute bony injuries. Surely 
there is the same crying need to-day for such a study to be 
made of the “ existing arrangements ” for the treatment of 
ulcerated legs and varicose veins l am, ete.., 

London. N.W STANLEY RIVLIN 


Influenza 


Sir.—In view of the present interest in Asian influenza the 
following notes may be of interest. In Europe in late 1945 
there was an outbreak of influenza. My hospital admitted 
its first three cases on November 24, 1945, and within seven 
davs 78 cases in all had been admitted. Observations on 355 
consecutive cases treated between November 24, 1945, and 


Jant iry 14, 1946, are as follows: 





All cases presented the following clinical manifestations 
Sudden abrupt onset of a short-term febrile illness with shivering 
headaches (frontal, retro-orbital, and eye-ache), dizziness, muscle 
ind joint pains, apathy, marked weakness and anorexia, sore 
throat, and a harsh, dry, frequent, irritable, barking, and unpro- 


ductive cough Also signs of tracheitis with minimal bronchitis 
All cases were feeble and weak when they first got out of bed 
(48 hours after the end of pyrexia in uncomplicated cases) and 








took several days to find their feet In addition the irritable 
cough persisted in some cases for several days. The white blood 
ell counts, total and differential, were within normal limits in 
ne uncomplicated cases and showed no distinctive features The 
systolic blood pressure in some of the uncomplicated cases fell 
s low as 100 mm. Hg, and these cases complained particularly 
of feeling “ played out There were many such cases among the 
older subiects. They just wanted something to relieve their head- 

hes, aches nd pains nd to be left to lie and sleep un 
di I ved 

Of the 355 cases studied, 225 (634%) were uncomplicated 
Their average duration of pyrex delay before admission, and 
period in hospital were 4. 3, and 9.6 days respectively The 
duration of the stay in hospital was largely determined by the 
need for beds 

Ihe remaining 130 cases (36.6%) shared additional features 

complications to their influenz s follows: laryngitis (32 
Cases! musts (29 c ) ynph node enlargement (29 cases) 
sentially of the ton illar and posterior cervic il nodes and some 

s the axillary and/or inguinal nodes also but never the epi 

ochle if nodes in 5 cases the spleen was palpable diarrhoea 
’ (15 cases): otitis media (5 cases, 2 of which re 
uired ringotomy) lry pleurisy (5 cases): epistaxis (4 cases) 
yanosis (2 cases): 7 urisy with effusion (1 case): lobar pneu 
monia (radiological diagnosis, 6 cases; with dry pleurisy, 3 cases 
with clear pleural effusion, 1 case; with empyema, 2 cases) 
bronchopneumonia (7 cases, of which 2 had dry pleurisy) 
neumonitis (16 cases) 

All cases of lobar pneumonia, bronchopneumonia, and pneu- 
onitis—complicated or uncomplicated—were treated with 
ilphathiazole by mouth or penicillin intramuscularly or both 


together. In none of the pneumonic cases without pleurisy, etc 


was there a sudden drop of temperature under the drug therapy 


idopted Nor was there any definite correlation between the 

ponse to drug treatment and the degree of polymorphonuclear 
leucocytosis in the peripheral blood or the sensitivity of the pre 
dominant organism in the sputum The inference was that 


Ithough the secondary invader was being controlled, the initial 
invader—namely, the virus of influenza—was relatively unaffected 


On 15 out of 355 cases showed gastro-intestinal 
symptoms. In this epidemic the respiratory system was pre- 
dominantly affected. There were no fatal cases. Unlike the 


R.A.F. cases’ and the Army Chest Centre series of viral 
espiratory infections’? every case did not have a radiograph 
of the chest. I feel that a better descriptive term for the 
pulmona opacities than segmental aspiration pneumonia 
would be segmental (or zonal) atelectasis due to adhesive 


bronchial pneumonia I am, etc., 


Kinrara, Malaya J. Mackay-Dick 
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Patellar Dislocation and Chondromalacia 


Sir,—The paper by Mr. H. H. Langston VJournal, January 
18, p. 155) I find both interesting and instructive. I should 
welcome his comments on the following points. He states 
that subluxation of the patella is a more common injury than 
is often thought, that if recurrent it is a common cause of 
chondromalacia patellae, and he recommends what appears 
to be rather drastic revolutionary treatment. Has he tried 
the effect of a long period of rest from strain ? 

Chondromalacia patellae has a number of causative 
features and clinical signs which are common to the better- 
known condition of osteochondritis dissecans, most com- 
monly found in the articular surface of the medial femoral 
condyle, but which I have recorded' in the articular surfaces 
of the patella, the lateral femoral condyle, the femoral capital 
epiphysis, the capitellum, the head of the radius and 
humerus, the navicular, the astragalus, the head of the first 
metatarsal, and the lower end of the tibia ; in these cases 
the diagnosis was aided by radiography, either because the 
damaged articular surface carried with it a flake from the 
suriace of the bone, or because time had permitted the 
deposition of calcium in the detached fragment, Most sur 
geons would admit of the difficulty of diagnosing osteo- 
malacia patellae from or in addition to ligament or disk 
damage, since radiography is usually of no value, unless 
it is associated with bone damage or deposition of calcium, 
as indicated from the results of operations on the menisci, 
etc, Even with the most careful scrutiny during operation 
the complete extent of the damages suffered may not be 
recognized, and, as Mr. Langston shows, patellectomy may 
not free the patient from all signs and symptoms. Is it not 
unusual to remove the damaged articular surfaces of other 
bones ? 

Since we know that considerable restitution of articular 
surfaces can take place during rest, may it not be likely 
that longer rest, exacting and difficult though it may be, 
would give ultimately a greater reward? I showed? that if 
the joint in Perthes’s disease was freed from strain, even for 
as long a period as four years, while the condition was 
active, a normal joint, in which no secondary changes de- 
veloped, resulted. We have seen this in cases of damage to 
other articular surfaces. In a letter I have, dated February 
11, 1932, from that leader in orthopaedics, Sir Robert 
Jones, he stated that he was impressed with the importance 
of the gentle hand: “Surgeons too often meet with dis- 
tressing results due to rough and ruthless manipulation.’ 
Far be it from me to suggest that any surgery could be 
so described, but it would appear to be more permanently 
damaging than the recognized trauma which caused the 
lesion 

I have referred’ to the case of a boy of 16 years with 
recurrent dislocation of the patella who had not only 
damage to the articular surface of the patella but also the 
separation of a fragment from the articular surface of the 
lateral femoral condyle one inch (2.5 cm.) long ; can we be 
sure that no such damage has occurred, since the damaged 
fragment may not be shown as in this case? Might rest 
not give both surfaces a chance of restitution?—I am, etc., 

eee Oi JaMeS F. BRAILSFORD. 
REFERENCES 
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Familial Incidence of Addison’s Disease 


Sir,-Under my care at the moment is a boy who is the 
second in his family to develop Addison's disease in the 
second decade of life. The memorandum of Dr. P. H 
Hewitt (Journal, December 28, 1957, p. 1530) and the letter 
from Sir Charles Symonds (Journal, January 11, p. 100) are 
therefore of particular interest. For those who may be 
interested, a few details of this patient are given below. 

Aged 14 years, he presented in March, 1957, with a history of 
nocturnal enuresis dating from infancy. He had suffered from 
severe alopecia for six years, for which he had been provided with 
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a wig. On physical examination nothing abnormal was noticed. 
The history, however, was obtained of Addison’s disease in a 
sibling who died in 1953, at the age of 18 years. The diagnosis in 
this girl was fully established by my colleague, Dr. E. G. Rhind 
She died suddenly at home whilst under treatment. A necropsy 
was not performed. There is one other child in the family, now 
yged 20 years, who is well 

“During the present patient's attendance for enuresis, it was 
noted that his skin was becoming pigmented and he was ad- 
mitted for further investigation By this time he was an ill, 
jethargic-looking child with some clinical dehydration and a blood 
pressure of 120/60: his skin was diffusely pigmented and there 
were also brown, localized patches on the face and limbs: these 
were also present in the mouth. His Mantoux (1/1,000) was 
negative. Laboratory investigations fully confirmed the diagnosis 
and the Kepler ratio was as low as 1.86. Since his serum sodium 
was only 120 mEq./I. treatment was started shortly afte: 
idmission 

He has responded well and is now a cheerful, alert boy without 
any pigmentauon He is being treated with cortisone and 
9-alpha-fluorohydrocortisone. Whilst on this he developed latent 
tetany which was thought to be secondary to hypokalaemia due 
to an excess of the latter drug. He was at that time having 
0.2 mg. 9-alpha-fluorohydrocortisone and 12.5 mg. cortisone twice 
daily The dose of 9-alpha-fluorohydrocortisone was therefore 


reduced to 0.1 mg. twice daily The latent tetany has since dis- 


appeared and his serum potassium has risen from 3.7 mEq./I. to 
4.6 mEq./l. So far, however, he still has his alopecia—and his 
enuresis 

-l am, etc 

Sheffield R. R. GORDON 


Unusual Case of Strangulation 


Sirn—I have under my care a child, aged 2 years, who 
had a vaccinia encephalitis a year ago and recovered. She 
was playing merrily in the playpen last week. Mother, who 
was working in the adjacent kitchen, did not hear any sound 
for a few minutes and went through to find her strangulated 
Apparently what had happened was that the sleeve of the 
child’s jumper had caught in the small catch on the folding 
side of the playpen. The child had pulled her arm out of 
the sleeve and fallen, slipping on the rug on the floor of the 
playpen On release she was unconscious for approxi- 
nately five minutes. and came round quickly without 


artificial respiration 

On examination an hour and a half later, the child had 
ypical petechiae from the neck upwards, a thin blue line 
where the edge of the jumper had caught her round the neck 
ind several blotchy patches on her cheeks. She refused het 
lunch that da but apart from that appears to have suffered 
no ill effects. On examination of the playpen, it appeared 
that the retaining peg upon which she caught her jumper 
nly stuck out about one-eighth of an inch (3mm.). It seems 
€ kable that such small object could have had such 
potentially severe consequences._—I am, etc 


J DOUGLAS JOHNSTON 


Resuscitation 

SIR Dr ©. P. Llewellyn has warned your readers 
Journal, January 4, p. 42) that a machine like the 
‘Stephenson Minuteman Resuscitator”™ cannot be effec 
tive without the introduction of an endotracheal tube. I 
have used this resuscitator in curarized subjects without an 
endotracheal tube and am convinced that it is possible to 
make it effective, provided the operator is capable of main- 
taining a free airway. When I connected the resuscitator 
to an endotracheal tube in a patient the machine could not 
be made to function. The reason why the machine will not 
function via an endotracheal tube is that the internal 
diameter of the tube is small enough to cause a viscous 
resistance so that the triggering pressure is rapidly reached 
and the machine “ chatters.” 

I agree that oxygen, when given by means of the Stephen- 
son Minuteman Resuscitator via a mask, may find its way 
into the stomach, but it also gains access to the lungs pro- 
vided the airway is clear. I have a record in which the 
expired gases were obtained by a small catheter inserted 
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into a face mask during intermittent positive pressure arti- 
ficial respiration with the resuscitator in a curarized sub- 
ject. The carbon dioxide concentration curve, as shown by 
the rapid infra-red method, appeared with the normal range. 

Although a specialist anaesthetist can maintain adequate 
pulmonary ventilation with the resuscitator without intuba- 
tion, great care will have to be taken to ensure that first-aid 
personnel receive a thorough training if they are to apply 
this method. The machine does supply oxygen under pres- 
sure and it might save life in an emergency, even if some 
respiratory obstruction was caused by the administrator. 
The danger is that a person who is inexperienced in the 
art of maintaining a free airway is likely to apply the mask 
loosely so that leakage prevents inflation of the lungs ; alter- 
natively, the mask will be applied with sufficient force to 
prevent leakage but the jaw is likely to be pushed back- 
wards to obstruct the airway. Explanations of how to sup 
port the jaw and at the same time secure the mask in good 
apposition are not sufficient. Practical experience can only 
be gained in the anaesthetic rooms of general hospitals 
where anaesthetists daily use the intermittent positive pres- 
sure method of artificial respiration. Practice with mechani- 
cal models alone would be ineffective 

No one, faced with a respiratory calamity, should waste 
time trying to apply a method with which he is unfamiliar 
Ihe intermittent positive pressure method is not for those 
whose training has been limited to methods which involve 
alterations to the thoracic cage by manual manceuvres. 
Il am, etc., 

Leeds, 2 R. P. HARBORD. 


Maternal Anaesthetic Deaths 


Sirk,—Dr. D. D. Davies (Journal, January 25, p. 217) gives 
nine rules of safety for conducting anaesthesia in the litho- 
tomy position for forceps delivery. I think he has missed 
two obvious and valuable safeguards. (1) A cuffed endo- 
tracheal tube in its proper place reduces the danger of 
aspiration of vomitus to nil; (2) an obstetric table which 
can be tilted quickly, easily, and with one hand is more 
satisfactory than a nurse standing by to turn the patient to 
semi-prone at the approach of danger. Women at term are 
inclined to be heavy, and not all midwives are Amazons. 

It may be argued with truth that the period of greatest 
danger of vomiting is between the beginning of induction 
and the insertion of the endotracheal tube if this is used, so 
that intubation is of limited value. This period, however, 
can be kept short by the use of a moderate dose of thio- 
pentone and a short-acting relaxant. I would heartily agree 
with Dr. Davies’s ever-ready sucker at this stage. I have not 
found that thiopentone and suxamethonium used in this way 
appear to affect the babies adversely. (Dr. Davies’s remark 
about 100 dead foetuses is too appalling forcomment.) With 
the cuffed tube in place the anaesthetist is in a position from 
which he can more readily direct resuscitation of the baby or 
the mother should either become necessary I am, etc., 

Oo. Loadoaderry, N. ireland C. A. G. ARMSTRONG. 


Sir.—I have read with great interest the correspondence 
by Dr. A. H. Morley (Journal, November 9, 1957, p. 1115) 
and Dr. D. D. Davies (Journal, January 25, p. 217) on 
maternal anaesthetic deaths due to inhalation of vomitus, as 
I witnessed such a disaster shortly before entering general 
practice 

May I suggest that the safest form of anaesthesia for 
delivery is pudendal block ? Now that a really potent 
anaesthetic agent, lignocaine hydrochloride, is available, and 
hyaluronidase to spread it, the technique presents no great 
difficulty. Pudendal block allows the single-handed practi- 
tioner to deal, unhurriedly, with low- and mid-cavity forceps, 
breech deliveries, and also rotations using Kjelland’s forceps. 
With the exception of manual removal of the placenta and 
manual rotation of a malposition, any procedure which 
cannot be done under pudendal block should probably not 
be done in the home.—I am, etc., 

Drayton, Norfotk Joun N. GALE. 
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First Tuberculosis Dispensary 
Sir.— Drs. W. Hartston and W. F. Wheeler stake a claim 


for a house, 6, Liverpool Street, in the City of London, 
which they call the Liverpool Street Dispensary (Journal, 
February 8, p If Sir Robert Philip were to read their 
letter, | hazard he would say, “ My children, it matters little 
that buildings called dispensaries to deal with ‘the indigent 
portion of the population’ existed long before my three 
ooms at 13, Bank Street, Edinburgh, but it matters a great 
deal what kind of work was attempted in the older dis 
pensaries or out-patient departments of chest hospitals com- 
pared with the plan, outlook, and kind of work in my 
Edinburgh dispensary and others like it.” 

I am old enough to have had experience of both in my 
native city of Liverpool, and the difference was great 
13, Bank Street, Edinburgh, was opened to provide a place 
where an original idea might be worked out for the preven- 
rion and treatment of an infective disease, tuberculosis. The 
two main elements of this idea were that patients suffering 
out by the physician and 


339) 


from tuberculosis must be sought 
that, when found, not just the patient but rhe whole famil) 
must be the unit for investigation, medical and social. Now 
the old Edinburgh (and other town) dispensaries had for 
years handed out drugs. advice, and a little social help to 
ill and sundry who came—-an alleviation chiefly of symp 
toms But here in Bank Street was a new, a preventive 
outlook To establish tuberculosis 
new teaching required strenuous 
/pposition composed of ignorance, inertia, and not seldom 
the vested interests of the established chest hospitals with 
their honorary staffs As Professor John Crofton has 
written, When Koch discovered the tubercle bacillus, 
Robert Philip appreciated at once that tuberculosis could 
theoretically be prevented. His contributions 
his faith that this theoretical possibility could be realized 


ind his conception of an organization designed to that 
end.” I am, etc 


dispensaries and the 


years of work against 


great were 


G. LISSANT Cox 


k rt W. Philip, 1857-1939, Mem Fr snd Pup 


{ Harley Wi N.A.P.T 


Psychopathic Personality 
Sir,—I read, with much A. A. Bartholomew's 
tter on the above subject January 25, p. 219) 
experience, the frequency of the diagnosis of psycho 
to the experience of the 


before such a 


interest, Dr 
(Journal 
In my 
pathic personality varies inversels 
psychiatrist It must be remembered that 
diagnosis can be made one has to eliminate 
high-grade mental defect, 


such things 


epilepsy, adolescent in 


is Very 


stability, intellectual and emotional immaturity, persistent 
hypomanic states, arrested schizophrenia, concealed para 
phrer ind the sequelae of organic brain conditions—e.g 


demic encephalitis, juvenile general paralysis, subdural 
temporal lobe contusion 


© 


r subarachnoid haemorrhage 
meningitis, etc 

Dr. Bartholomew's 
extroversion in psychopathic 
nterest, and might lead to an interesting piece of research 
But I think there are other and more obvious reasons why 
the extrovert sometimes finds it difficult to conform to 
social customs rather than that “they acquire conditioned 
responses by means of classical Pavlovian conditioning with 
difficulty, and extinguish them with ease.” The extrovert has 
the facility of easy emotional contact with his environment, 
but such easy emotional contact per se renders him much 
more open to suggestion. (In hypomania, where extrover- 
sion is marked, the great danger, even in boys and girls of 
hitherto blameless character, is moral corruption from the 
suggestion of vicious associates.) From all this it must not 
of course be assumed that extroverts are necessarily of poor 
character and introverts of good moral character. 
There is a great deal more in this than extroversion and 
introversion, and I think one could say, with reasonable 
probability, that both St. Paul and St. Peter were extroverts 
Psychopathic where the 


findings on the role of 
f 


are undoubtedly of 


views and 


States 


moral 


personality is often diagnosed 
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patient commits crime after crime, without much pattern, 
and with evidently no capacity “to learn from experience.” 
But, even if one can exclude all other possible factors, | 
do not think we can yet diagnose psychopathic personality 
It must be remembered that moral sentiments are not built 
up by punishment, and unless the patient has had, in his 
home life or subsequently, ample opportunity and incentive 
to build up moral sentiments, | do not think we can speak 
of psychopathic personality We may certainly speak of 
psychopathic behaviour, try to find its cause, and apply 
the appropriate remedy (in some cases we shall be amazed 
at the response), but I am still unconvinced that anything is 
the “ pathology-begging ” diagnosis of 
I am, ete., 
ROBERT 


to be gained by 
psychopathic personality 

Pinner, Middlesex THOMPSON 

Sir,—Any attempt at establishing objective criteria of 
psychiatric diagnosis is to be welcomed. However, many 
such attempts have been invalidated by lack of care in the 
selection of clinical material subjected to such investiga- 
tions. It is to be hoped that Dr. A. A. Bartholomew 
(Journal, January 25, p. 219) will avoid this pitfall by first 
making it clear to himself and others what his diagnostic 
concept of psychopathic personality is. In speaking of “ this 
group of persons” and of the “unequivocal psychopath,” 
does he mean Henderson’s psychopaths, or Schneider's or 
Kahn's or McCord’s, or has he an operational definition 
of his own Does he perhaps mean the third of the three 
main conceptions of the term quoted by Curran and 
Partridge ?' The existing confusion about this term is in 
no small part due to lack of agreement about different clini 
cal concepts. In your recent annotation on psychopaths 
(Journal, December 28, p. 1536) it was noted that the recom 
mendation of the Royal Commission on mental illness to 
incorporate the term in the new legislation had met with 
strong opposition from psychiatrists for that very reason 
Everybody using the term “ psychopathic personality” in 
practice or research ought to state expressly what he means 
by it. In failing to do so, Dr. Bartholomew would open 
himself to the criticism that technical sophistication in the 
evaluation of data does not exempt the research worker 
from the requirement of careful selection and description 
of the clinical material on which he is carrying out his 
investigations.—I am, etc., 

E. STENGE! 

REFERENCE 
Psychological Medicin 1955. Edinburgh 


Curran, D., and Partridgc, M., 
ind London 


Amnion Implantation in Peripheral Vascular Disease 


Sir,—The following observations on a case of arterial 
disease may interest your readers. A doctor colleague of 
mine in 1955 was suffering from a severe intermittent claudi- 
cation of both legs, especially the left, and at one time in 
consultation with other doctors in Australia amputation of 
the left leg was considered, as a definite popliteal block had 
been established Tolazoline hydrochloride and _ nicotinic 
acid gave no improvement, and a course of “ hydergine ™ (a 
mixture of dihydroergocornine, dihydroergocrystine, and 
dihydroergokryptine) which I instituted produced some 
improvement In December, 1956, he could walk only 
between 30 and 60 yards (27.5-55 m.) before the onset of 
pain 

Having heard of the work in London of Mr. E. 
gaard-Hansen, my colleague came over here and had an 
amniotic implant performed on April 18, 1957. On June 13, 
1957, the patient walked with me for about one mile 
(1.6 km.) on a mild upgrade, stood about in a book shop 
for 20 minutes, and then took a bus back to his hotel, with- 
out feeling any discomfort whatsoever. A recent report by 
letter from the patient’s wife says, “ It is really wonderful to 
be able to go for a walk of a mile or two in the evenings 
with my husband as we used to five years ago.” I trust 
this factual statement may give encouragement and be 
beneficial to sufferers from this distressing arterial disease 


Troense- 


I am, etc.. 


Sydney. Australia M. Evcior-SMITH 
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Heart Disease and Pregnancy 


Sir.-Mr. J. B. Das and Mr. J. T. Chesterman in thei 
paper on “ Valvotomy in Mitral Stenosis Complicated by 
Pregnancy” (Journal, January 18, p. 142) conclude that 
valvotomy is an attempt to help the mother who wishes to 
avoid the frustration of therapeutic abortion and steriliza 
tion. This seems to infer a straight choice between surgery 
nd abortion in many cases. Experience of 539 cases of 
rheumatic heart disease complicated by pregnancy’? has 
led us to conclude that (a) there is no place for therapeutic 
ibortion in the management of this condition, (b) valvotomy 
nay be very useful but ts rarely indicated during pregnancy 

We e, etc 

M. I. Drury 
M. K. O’Drisco.t 
A. P. Barry 


M. 1... OD M. K Hanratty, T. D 1 Barry, A. P.. Br 


Lionel Whitby Memorial Fund 


Sir, -We should appreciate jou issistance in calling 
ittention to a fund being raised by the Master and Fellows 

Downing College, Cambridge, in memory of their late 
Maste Sir Lionel Whitby, C.V.O.. M4 M.A., M.D 
Regius Professor of Physic in the Universit 


The “Lionel Whitby Memorial Fund” was established 


of the Downing College Association and 





een sent out to its members. It is pro 

sed to use the fund to found Whitby memorial scholar 
ships in the College. an object which, it is felt, would have 
et with his warm approval As an undergraduate of the 
College he was a Scholar, and later became successively 
Honorary Fellow, Professorial Fellow, and finally Master, 
ind the College was one of the chief interests of his life 
It has been suggested to the Master and Fellows that among 
his wide circle of friends in the medical world there ma 
he many, in addition to members of the College, who would 
ke to contribute to this memorial fund 

The Master and Fellows would very much welcome such 
contributions, as the resources of the College are among the 
most limited of those of the Cambridge Colleges. Although 
the College now spends from its general resources nearly 
£4.000 annually on scholarships and exhibitions, only about 
£1,000 of this is provided from specific endowments. It was 
the heavy demand thus made on the general endowments of 
the College. together with a wish to keep alive the memory 
Whitby in the minds of future generations of unde 
graduates, which led the association to allocate the present 
fund to the foundation of scholarships bearing his name 
Contributions should be sent to the Bursar, Downing College, 


Cambridge, and, if so desired, may be made by seven-year 
covenant, forms for which will be supplied on request 
We i ec 

W. K. C. GUTHRIE. CHARLES Dopps 


GORDON GORDON-TAYLOR R. W. SCARF! 
HAROLD BOLDERO JOHN KIRK 


POINTS FROM LETTERS 
Patient’s View of Nursing 
Mrs. KATHERINE KPMPTHORNE, S.R.N. (London, N.14), writes 


[he late Sir Ernest Kennaway’'s article on “Some Notes on 
Nursing from a Patient's Point of View " (Journal, December 21 
1957, p. 1485) is both interesting and amusing and surely a 


tribute to the nursing profession. Small matters certainly are 
most important to the patient, and the good nurse takes as much 
care over tl 


e little things as the seemingly more important ones 
rhe strangest hospital rule I have met was while my husband 


and | were visiting a general hospital in Brussels before the 
war. We had visited some of the adult wards and came to the 
children’s block, where there was a ward set aside for babies 
ged 0 to 1 year. Here we noticed a division down the centre of 
the whole ward, with cots on cither side. The sister explained 
that one side was for “les messieurs,”’ and the other for “ les 


demoiselles.”. We wondered if they had separate bathrooms. 
¢etc., also 
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GWYNNE WILLIAMS, M.D., M.S., F.R.C.S. 
Mr. Gwynne Williams, consulting surgeon to University 
College Hospital, London, died suddenly at the hospital 
on February 3. He was 76 years of age. 

Gwynne Evan Owen Williams was born at Luton on 
May 21, 1881, and was educated at Bedford Grammar 
School. Studying medicine at University College Hospital, 
he graduated M.B., B.S. from London University in 1903 
After holding the appointments of house-surgeon, house 
physician, and surgical casualty officer at University College 
Hospital, he became assistant medical officer at Lewisham 
Infirmary and then surgical 





registrar at the Seamen's 
Hospital, Greenwich. He 
proceeded to the M.D. in 
1905 and the M.S. in 1906, 
being admitted F.R.C.S. in 
the latter vear Appointed 
surgical registrar at Uni 
versity College Hospital in 
1910, he was elected assis 
tant surgeon in 1914 and sur- 
geon in 1919 He retired 
from the active surgical staff 
of the hospital in 1946. In 
addition, he was on_ the 
staff of the Royal Northern 
Hospital from 1913 to 1926, 
and continued to work at 
the Cheyne Hospital for Children until it was moved 
out of London in 1939 From 1935 to 1943 he was 
dean of the medical school at University College Hospital, 











and was also chairman of the medical committee. A tew 
months before the outbreak of the second world war he 
was appointed consultant adviser to the Minister of Health 
on the organization of hospitals in wartime. During the 
bombing of London he took charge of the casualty services 
at U.C.H. and lived at the hospital He also served as a 
deputy regional blood transfusion officer in the Emergency 
Medical Service. From 1942 to 1944 he was a member of 
the B.M.A. Committee on Medical Schools, and an earlier 
service he performed for the Association was when he 
acted as vice-president of the Section of Surgery at the 
Annual Meeting at Oxford in 1936. 

Mr. Williams is survived by his widow and three sons, 
two of whom are in the medical profession. A memorial 
service will be held in St. Pancras Church, Euston Road, 
at 12 noon on Monday, February 17 

A colleague writes : Throughout his working life Gwynne 
Williams practised as a general surgeon, but he early 
developed and maintained a special interest in the treatment 
of fractures and, to a lesser extent, in orthopaedics. He 
wrote little and was not at ease in large gatherings, so that 
some of his pioneer work remained unknown outside his 
own hospital. In the early 1920s he was experimenting with 
the ambulatory treatment of leg fractures by methods later 
discarded, but novel at the time, and he was restlessly search- 
ing for some method of managing fractures of the neck of 
the femur. He held for some years a somewhat unofficial 
appointment at one of the hospitals administered by a board 
of guardians. The superintendent, an old friend, sometimes 
wanted the services of a surgeon for his patients: these 
Gwynne Williams provided in return for the right to study 
and treat fractured femurs, cases which were in those days 


rapidly removed from the voluntary hospitals as incurable 
It was therefore with keen interest that he read of Smith 
Petersen's trifin nail operation, and forthwith an order was 
dispatched to the U.S.A. for the instruments. He was 
probably one of the first surgeons in this country to insert a 
Smith-Petersen nail This interest in surgical technique 
perhaps deriving from Arthur Barker, a great technical 
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surgeon at University College Hospital in the early years of 
the century, had led Gwynne Williams years before, when 
surgical registrar, to buy, at his own expense, a cystoscope 
before there was one in the hospital equipment, and for 
many years he was the user of a very early and tempera- 
mental model of a mechanical saw. Only he and one theatre 
porter knew how it worked, and its deployment for an 
operation was fraught with a good deal of stress among the 
theatre staff His operating was speedy and confident. 
without frills, and it was only by seeing how well the patient 
did that the operating art was appreciated. He was bold at 
a time when, lacking all the skilled aid given to-day by the 
anaesthetist, a surgeon needed confidence and courage in 
tackling difficult problems 

Yet, though his technical achievements were of the highest 
class, it is probably not as an operating surgeon that old 
U.C.H. students will recall him, but rather as a teacher and 
sle. He expected and obtained from his residents 


n 


ais an eXa 


ne 
ind dressers a stiff level of work and was not slow to rebuke 
anyone thought to be idling. His manner was often abrupt 
and some found it frightening, but many were drawn by the 
character of a teacher who quite demonstrably drove him 
self hard and was asking from his juniors a standard equal 
to his own Though the love and admiration inspired in 
successive generations of dressers were not always shared by 
their fellows, no one would ever deny that his devotion to 
the hospital and medical schook had made some impact on 
their lives. He served the institution with his whole heart, 
as dean, as chairman of the medical committee, as a teacher, 
and as a surgeon prepared to work day and night. In his 
retirement his observations on the concept of a statutory 
session’ of work were characteristically pointed. Shy, 
ibrupt, twinkling with amusement when pleased and happy 
intolerant of unsupported dogma, alert to any change if he 
thought it sound, “ Bill” was a surgeon, a teacher, and a 
whole man whose life many old students will gratefully 
remember to-day 

H.P.H. writes: Perhaps the single most important ex 
perience in one’s whole professional career is that of a 
first house-appointment ind in March, 1929, I had the 
good fortune to become house-surgeon to Gwynne Williams 
His reputation among students was high. On his ward 
rounds they had experienced his insistent common sense 


‘ 


He was known not to suffe ools gladly ind fearsome 


if apocryphal, stories were told of his prowess as an 


examine In short he was a treasured character in his 
hospital It was therefore with some trepidation that | 
entered on my appointment and on what was to prove one 
f the most enjoyable six months of my life. Gwynne 
Williams was the ideal chief for a young houseman. He 

sted ne completely but always ippeared, ipparently 
fortuitously, at exactly the right moment His restraint 
ind forbearance were as exemplary as they were un 
expected ; it was only afterwards that one realized the strain 
that one’s fumblings must have put on his patience. He 


taught by example. He did all his own emergency opera 
tions, and generations of house-surgeons will remember the 


staccato conversations over the telephone in the middle of 
the night—‘* What is it? “ Right Theatre twenty 
minutes "—no questioning, no doubt; you were his house- 
surgeon and he accepted you as a responsible partner It 


s no wonder that those who had served under him gave 
him a special place in their affections—a feeling which he 
reciprocated even when, as sometimes happened, they fell 
by the wayside and became physicians. It is therefore 
with a real sense of personal loss that we heard of his death 
Gwynne Williams was the type of man who has helped 
to build up that professional tradition which is epitomized 

the public mind by the word “ doctor.’ 


M. D. SHEPPARD, M.B., F.R.C.S 
Mr. M. D. Sheppard, senior surgeon at the Chelmsford 
and Essex Hospital and consulting surgeon to the North- 
east Metropolitan Regional Hospital Board, died 
iddenly on February 4. He was 52 


OBITUARY Barres 
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Melvill Digby Sheppard was born in Capetown on June §, 
1905, and spent his early years in Java and Australia. Edu- 
cated at Scotch College, Perth, Western Australia, he came 
to London to study medicine at University College Hospital 
in 1924. Qualifying in 1929, he graduated M.B., B.S. in the 
following year, and after holding house appointments at his 
own teaching hospital, at the Royal Surrey County Hospital, 
and at the Royal Salop Infirmary, where he was resident 
surgical officer, he took the F.R.C.S. in 1932. In the same 
year he went into general practice in Chelmsford as a 
partner of the late Dr. Henry W. Newton and the late 
Dr. C. W. Alford He was immediately elected to the 
surgical staff of the Chelmsford and Essex Hospital and 
quickly made a name for himself as one of the most able 
surgeons in the district. In 1940 he gave up general practice 
to devote himself entirely to consulting surgery. Besides 
being on the general surgical staff of a number of hospitals 
in and around Chelmsford, he was consulting genito-urinary 
surgeon to the Ongar Hospital and surgeon in charge of 
the genito-urinary department at the Chelmsford and Essex 
Hospital. From 1946 to 1948 he was honorary secretary 
of the Mid-Essex Division of the B.M.A., and since then, 
in spite of leading a very busy life, he had helped the 
Division as assistant secretary 


A colleague writes: By the sudden death of Mr. M. D 
Sheppard the profession has lost a first-class surgeon and 
his innumerable patients a wonderful and sincere friend 
He was an indefatigable worker, and his energy was pheno- 
menal. He conditioned himself to taking only a little sleep, 
and he gave every minute of his waking day to his work 
and to the care of his patients. He had a wonderful zest 
for living, but allowed himself little time for recreation, 
though he played tennis in the summer and squash in the 
winter with the same enthusiasm that he showed in his 
work A keen and expert photographer, he applied this 
accomplishment to his clinical work. Although a general 
surgeon, his main interest was in genito-urinary work, and 
in this specialty he had a host of friends and admirers in 
this country and in many other parts of the world. 

Some years ago Mr. Sheppard founded the Chelmsford 
ind District Home and Overseas Nursing Scholarship Fund, 
ind through his drive and enthusiasm this has flourished and 
enabled many nurses of the Chelmsford group of hospitals 
to gain postgraduate experience of nursing in this country, 
America, and many European countries. It has already 
been proposed that this fund shall be called the Melvill 
Sheppard Memorial Scholarship Fund for Nurses, and thus 
his memory and his name will live on for all time. 

[he medical profession has lost a great man, who by his 
energy and inspiration accomplished much in all too short 
1 life. With his widow Barbara and his mother we mourn 
the death of a true and gallant colleague 


_ '< HALLOWES, M.C.. M.B.. B.Ch. 
Dr. A. C. Hallowes died at his home at Leek, Stafford- 


shire, on January 20, at the age of 72 


Arthur Collis Hallowes was born in County Wicklow on 
December 26, 1885, a member of the Irish branch of a 
family whose original home had been in Derbyshire. He 
was educated at Dun Laoghaire, Kingstown, and later 
studied medicine at Trinity College. Dublin, graduating in 
1910. His first appointment was as house-surgeon at Chor- 
ley Dispensary and Rawcliffe Hospital, Lancashire, and a 
year later he came to Leek, where he was assistant to Dr. 
Edgar Sommerville. When war broke out in 1914 he was 
commissioned in the R.A.M.( He was awarded the Mili- 
tary Cross for gallantry during the first battle of Cambrai 
in 1917. Of the many organizations in which he was 
interested, the British Legion will miss him most, for as 
county president he was one of their most respected and 
popular members. Last May every British Legion branch 
in North Staffordshire contributed to the gold badge which 
he was awarded—the highest honour the Legion can bestow 
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J.S.R. writes: By the death of Dr. Hallowes, Leek has 
lost one of its best-known citizens. A member of the British 
Medical Association since he qualified, he had been chair 
man of the North Staffordshire Division and also president 
of the North Staffordshire Medical Society. At the incep 
tion of the National Health Service he was appointed vice 
chairman of the executive council for Staffordshire, and in 
1951 he became chairman, an appointment he held until his 
retirement in 1956. For the 16 years before his retirement 
he was also medical officer of health for Leek urban district 
All those who at some time or other had cause to call on 
Dr. Hallowes’s professional services will have very vivid 
memories of his skill and sympathy; to many of them he 
was not only doctor but also friend and adviser. He was 
the ideal general practitioner, and his memory will live long 
in Leek as a true family physician who gave unstinted ser 
vice in his professional life and also in the public affairs of 
the district. Dr. Hallowes is survived by his wife, son, and 
daughter. to whom we sympathy in their 


extend our greut 


Sir ERNEST KENNAWAY 


F.R.S 


D.M., D.Sc., I 


The obituary of Sir Ernest Kennaway was printed in the 





] nal of January I1 (p. 104) 
Dr. |. HieGER writes: It was my great good fortune 1 
een Kennaway’s assistant from 1924 until his retire 
e the directorship of our Institute in 1946. My firs 
neetin th hin s in August, 1924, when Drummond 
e down to Fulham to see him with instructions t 
ike yourself indispensabl Ihe first impression was 
( c n shirt-sleeves and braces exuding 
or ble | ¢ some s 1 high-speed dynamo. On 
1OSe cq 1 e he had q e youthful face i dark 
stache which he would stroke when pleased : his eves 
h re then leep crystalline green, showed the depth 
s understandin the forehead was of alarming width 
( ight ; and he wore small blued-steel spectacles which 
gave him a slightly mandarin-like appearance 
W t was the secret of Kennaway’s magical personalits 
Was it his dignity, intellectual integrity, or his superb 
Was it his world-wide range of interests, aware 
ness of others. or his singleness of purpose ? Ihe com 
pound ot Ss qualities made almost all of us his willing 
slaves I was hushed, not entirely by the music of his 
voice but by the marvellous fitting together of the thoughts 
though the parts had been lying there the time 
gledy-pigeledy ! when he spoke they became illumir 
ited and it 0 C While our team was working ot 
he discove f the rcinogens Kennaway brought . 





hrough the dark tangle of the unknown like some fearless 
ide k children by the hand and leading them with 
re steps out of a jungle at night After an interview I 

It humbled ; my mistakes had been revealed, but I had 
sé thing—I had had transmitted to me a minute 
fragment of his inexhaustible energy. When he became 
terested ir ymeone his kindness was overwhelming, but 
this capacity | love unfitted him for the political rat-race 
He had a tempestuous nature, and his passion was the pursuit 
f truth: he therefore loathed shams and propaganda of any 
kind \ result he did not take to the technique of the 
committee-roo ind his adversaries made rings round him 
Dr. H. C. Sourres, C.M.G., writes: Ernest Kennaway was 
one my oldest professional friends We went up to 
Oxford the same term, two of a body of 18 medical students 
Starting their training, of whom no fewer than seven were 
destined to become Fellows of the Royal College of Physi 


clans of London. I spent my fourth year working as Ken- 
naway’s colleague in Professor Gotch’s laboratory. From 
then our paths separated, but throughout the years we never 


lost 
way'’s and his friendship to the end 
wit! specialized knowledge of his scientific 


and it was my privilege to possess Lady Kenna 
Others have spoken 


toucn 


attainments 


OBITUARY 
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and original work. What remains most vividly in my memory 
is his personal qualities. Never once did he allow physical 
disabilities—and these were severe—to dictate a sheltered 
retirement. Adapting himself with patience, skill, and in- 
genuity to his working capacity, he found the days too short 
to do all that he had in mind, and hoped that he would be 
given the opportunity to continue for some time longer 
There was “still so much to do.” And through all he was 
sustained by Lady Kennaway’s unobtrusive help and col- 
laboration. His companionship was exciting. His humour, 
at times sardonic, at times somewhat caustic, never seemed 
unfair or unkind. His keen analytical mind was at the 
service of those who sought his advice. To those of his 
own generation his loss is quite irreparable. 


Medical Notes in Parliament 





Suicide and Attempted Suicide 


Mr. KENNETH ROBINSON (St. Pancras, North, Lab.) asked 
the Secretary of State for the Home Department on 
February 6 if he would introduce legislation to amend the 
law relating to suicide and attempted suicide 

Mr. R. A. BUTLER said that he was not satisfied that an 
inge in the law was desirable 


Mr. ROBINSON also asked if the Home Secretary was aware 





of the considerable and growing opinion in the medical and 
legal professions, and among the general public, that the 

il view of suicide was more and more at odds with 
society Had not the time come to take this matter com 
nletely outside the category of criminal offences Mr 
BUTLER replied that the present concept of suicide as a 
crime had its roots in religious belief Although it was 


sater sympathy and understanding fot 
suicides and would-be suicides, there was no evidence in his 
possession that the alteration of the basic concept would be 
universally acceptable to public opinion. He did not under- 
estimate the point that had been put to him; he was simpli 


ue that there was gr 


trying to assess the present position 


Car Parking in Harley Street Area 


Sir WAVELL WAKEFIELD (St. Marylebone. Con.) asked the 
Home Secretary why steps were not being taken by the 
police to remove long-term car-parkers from the Harley 
Street, Wimpole Street, Weymouth Street, and New Caven 
dish Street area so that doctors might have access to their 

Vn const ltir rooms Ste id of towing away doctors’ ca©rs 
from outside their own residences and consulting-rooms 

Mr. Davip RENTON, Under-Secretary, Home Office, said 
that the relevant regulations did not empower the police to 
emove cars from the roads merely because they were parked 


for long periods or obstructed access to premises, but only 
where they interfered with the passage of other vehicles near 
i road junction, or were parked so far from the edge of the 
another vehicle. as unduly to restrict 
the passage ol other vehicles The 


in such circum- 


carriageway, Or so Neal 


the space available for 


t 


police must be free to remove a doctor's cal 


stances when the owner could not be traced; but only 
small proportion of the cars removed the area referred 
to belonged to doctors 

Sir WAVELL WAKEFIELD said there was very great diffi 
culty in this area because of the number of cars parked 
waich had no business or need to be there. Could not some 
steps be taken to make access freer to doctors and thei 


patients in this area which had been established for medical 
purposes ? Mr. RENTON replied that he was sure that doc- 
tors would not wish to claim the privilege of obstructing 
traffic. Doctors’ cars were not removed if the owners could 
be traced: the Commissioner of Police had recommended 
that where doctors had to park in this area they should leave 
the reen their name and the 
iddress where they could be found. Sir WAVELL WAKEFIELD 


i note on winds bearing 
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said he knew that this had been done in a number of 
cases where doctors had left their address on a note on 
the windscreen, and no notice had been taken of it at all. 
Mr. RENTON said that if he knew of actual cases where this 
had happened he should let the Home Secretary have details 


Shoe-fitting Fluoroscopes 


Mr. FRANK ALLAUN (Salford, East, Lab.) asked the Secre- 
tary of State for the Home Department if he would make 
1 Statement about his discussions with manufacturers and 
users on the dangers of shoe-fitting fluoroscopes. Mr 
RENTON Said that, after receiving advice last year from the 
Radioactive Substances Advisory Committee, the Home 
Secretary had put certain proposals affecting the design and 
use of shoe-fitting fluoroscopes to the manufacturers of these 
machines and to representatives of their users. He had 
eceived their comments on these proposals and was now 
considering them. Mr. ALLAUN then asked if the Minister 
felt the machines’ “gimmick” value was equal to the 
radiation risk involved, particularly to children. Was he 
iware that they had recently been banned in Sweden and 
n a number of States in America and that legislation was 
now pending in France ? In answer to the last question, Mr 
RENTON said there was a case in Denmark, but it appeared 
that the trouble had been caused in an isolated instance by 
1 faulty machine, which in any case was different from the 
vype used in this country Until they had considered these 
proposals he should not care to answer the first rather 
difficult supplementary question 


Control of New Drugs 


Mrs. Harriett Stater (Stoke-on-Trent, North, Lab 
ind Co-op.) asked the Secretary of State for the Home 
Department what precautions were taken to protect the 
public from the marketing of new drugs which might be 
likely to cause harm to the public’ if used without prope: 
safeguards 

Mr. RENTON stated in reply that there were special provi 
sions for the control of drugs coming within the scope of the 
Dangerous Drugs Act or the Therapeutic Substances Act 
As regards other drugs, before placing new substances on 
the market manufacturers took every precaution, if neces 
sary by laboratory tests and clinical trials, to ensure that 


they were not harmful. In appropriate cases where it was 
found, either before a drug had been marketed or ifte! 
wards, that it might have harmful effects, the Poisons Board 
were asked to consider whether it should be controlled as 
porsor 
Mrs. SLATER Said there was growing concern at the amount 
of drugs being put on the open market and that could be 
ught freely. There had been several cases of people who 
1 suffered badly as a result: some had landed in mental 
homes and some had died It was true these drugs were 
dt the Poisons Board befor being put on the open 
ket Mr. RENTON replied tha sh referring to 
lrugs the matter was one for the Minister of Health \ 
great nm ? vell-k v substances were harmless whet 
taken in oderate quantities, and dangerous only if taken 
in exces I C ld be no point in making such sub 
tances into “ poisons In any event it was for the Poisons 
Board to use its initiative in this matter. Mr. R. MELLISH 
Bermondsey, Lab.) said there was one drug on the market 
which he would not at that st ige name ibout which some 
thorities had alread written to the Poisons Board with 
success, and which had caused a number of deaths 


ecause it became dangerous once it had been taken by 
yme people. Mrs. SLATER said she also had written to the 
Hor Office and the Ministry of Health about the same 
lrug. Last year the Home Secretary promised to give con 
sideration to it, but nothing had been done 

Mr. RENTON told Mrs. SLATER that he could not yet say 
when the report of the Poisons Board on drugs liable to 
produce harmful effects if taken in excess would be read‘ 
It was a difficult and complicated scientific question and 
the Board must be given time to work out its answer 
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Research on Mental Disorder 


Mr. KENNETH ROBINSON asked for figures giving the total 
sums expended by the Medical Research Council in each 
of the last three years for which figures were available, and 
the relative amount spent on research into mental disorder, 
Mr. D. WaALKER-SMiTH informed him on February § that 
the total expenditures by the Medical Research Council, 
together with the corresponding figures for expenditure on 
research into mental health, were: 


Total Research into 

Expenditure Mental Disorders 
1954-5 £2,177,247 £23,300 
1955-6 £2.480.656 £30,000 
1956-7 £2.688,779 £58,000 


The amounts quoted, jie added, did not take account of 
expenditure of a similar order in the fields of neurology and 
psychology which were closely allied to psychiatry. 


Domiciliary Psychiatry : Experiments at Worthing 

Dr. DoNALD JOHNSON (Carlisle, Con.) asked the Minister 
of Health whether he was aware that two whole-time and 
one part-time psychiatrists, assisted by a small number of 
ancillary staff. had during the first ten months of 1957 
reduced the number of admissions to mental hospitals in 
the Worthing area by 324 cases, compared with the same 
period in the previous year; and if he would make an 
actuarial investigation into the approximate saving of hos- 
pital costs thereby brought about, bearing in mind that a 
figure of £560 17s. 7d. per case was the average hospital 
cost of each admission, being the total cost of the patient 
between the time of admission and time of discharge. 

Mr. RICHARD THOMPSON, Parliamentary Secretary, replied 
on February 3 that he was aware of the results reported in 
the first year of this two-year experiment, which he was 
watching with great interest. It was not possible to estimate 
iny financial saving which might result ; although there had 
been fewer admissions to hospital, there was during the year 
no appreciable change in the number of patients resident in 
the hospital. The net expenditure on this experiment during 
the first ten months of 1957, he also stated, was £15,753 
Part of the cost was met by a grant from the Nuffield 
Provincial Hospitals Trust 


Flying Personnel Research Committee 


Mr. Georrrey DE Freitas (Lincoln, Lab.) asked the 
Secretary of State for Air’ on February 7 what were the 
terms of reference of the Flying Personnel Research Com 
mittee and the composition and the qualifications of it 
members. Mr. GeorGe Warp replied: The Committee was 
ippointed to advise the Secretary of State for Air on the 


medical aspects of ill research affecting safety and efficienc 
n flying, including problems associated with the scientific 


s 


selection and training of personnel, measures designed t 
maintain their physiological and psychological efficiency, 
the human problems issociated with the use of guided 
missiles; and to advise similarly, when called upon, the 
Admiralty, the War Office, the Ministry of Transport and 
Civil Aviation, and the Ministry of Supply. 

The chairman of the committee was Air Marshal Su 
Harold Whittingham The members were Sir Frederic 
Bartlett, F.R.S., Dr. E. A. Carmichael, Professor A. Bradford 
Hill, F.R.S.. Professor Sir Bryan Matthews, F.R.S., Surgeon 
Captain C. B. Nicholson, Air Marshal P. B. Lee Potter, 
Group Captain H. L. Roxburgh, Sir Charles Symonds, and 
Air Commodore J. S. Wilson 


Licensing of Nuclear Reactors 
Mr. Ricwarp Fort (Clitheroe, Con.) asked the Paymaster 
General what steps the Government intend to take to pro 
tect the public against risks of radioactive contamination 
resulting from the operation of nuclear reactors by bodies 
other than the Atomic Energy Authority 
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In a written reply on February 10 Sir IAN Horosin, 
Parliamentary Secretary to the Ministry of Fuel and Power, 
announced that the Government intended to introduce 
legislation to ensure, by a system of licensing and inspec- 
tion, that nuclear reactors on land are made effectively 
subject to control in the interest of public safety. All 
owners of such reactors would be subject to the same duty 
as the Atomic Energy Authority of preventing damage to 
property or personal injury from radioactive contamination. 
They would therefore be liable to pay compensation fot 
such damage even if it was due to an unavoidable accident, 
except of course to the extent that the claimant injured had 
been guilty of contributory negligence. In order to make 
this provision effective a reactor owner would be required 
to insure his liability or to show that he was holding 
adequate liquid assets. In these circumstances the Govern 
ment had decided that it would be right to put some limit 
on the amount of compensation which reactor owners might 
have to pay in respect of any one incident. They proposed, 
therefore, to include in the legislation a provision fixing 
this limit at £5m. in respect of each installation, a figure 
which they were advised was much more than adequate 


to cover any reasonable foreseeable risk The insurance 
market had informed the Government that it was ready to 
provide the necessary cover. The liability of the Atomic 


Energy Authority would be unaffected, but problems of 
eactors in ships, submarines, and aircraft required further 


study in view of their international aspects. 


Windscale Accident and Londen 


Mr. R. Mason (Barnsley, Lab.) asked the Prime Minister 
to what extent the radio-iodine content in the atmosphere 
increased in the London area following the Windscale 
atomic reactor accident; by how much it had now de 
creased in activity: and whether he would instruct the 
Medical Research Council to report to what extent it may 
have proved harmful genetically to all who were affected 
by it 

Mr. Burter said he had been asked to reply Radio 
active iodine was detectable in the atmosphere over Lon 
don after the Windscale accident on October 11, 12, and 
13, but in very much smaller amounts than in the Windscale 
area By October 14 the level had fallen below the limits 
of detection. At the Prime Minister’s request, the Medical 
Research Council considered possible hazards to human 
health, including genetic hazards, arising from the accident 
Its report. published as Annex III of the White Paper on 
the accident (Cmd. 302). concluded that it was 

in the highest degree unlikely that any harm was done to the 
health of anybody. whether a worker in the Windscale plant or a 


member of the general publi 


Disseminated Sclerosis Vaccine 

Mr. Somervitte Hastincs (Barking, Lab.) asked the 
Minister of Health on February 10 whether his attention 
had been called to the treatment of disseminated sclerosis 
by the Margoulis-Choubladze vaccine ; and to what extent 
the results obtained by its use had been successful 
Mr. WALKER-SMITH replied that he knew of this vaccine, but 
was advised that the evidence at present available was not 
sufficient to enable an opinion to be given on its efficacy or 


Safety In treatment 


National Heart Hospital! 


Sir Wavett WAKEFIELD asked the Minister when he 
expected to approve the extension of the National Heart 
Hospital in London, the plans for which were originally 
forwarded to his department in 1949. Mr. WALKER-SMITH 
stated that this was a large and expensive scheme which 
had been subject to a considerable revision since it was 
first submitted by the board of governors in 1950. He 
hoped to be able shortly to authorize the board to proceed 
with their latest proposals 
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Domiciliary Visits 

Mr. HastTiINGs asked how many domiciliary visits were 
made by consultants and senior hospital medical officers 
for which claims for payment had been submitted to the 
four metropolitan regional hospital boards during 1956-7 
in respect of general medicine, general surgery, gynaecology, 
anaesthetics, diseases of the chest, paediatrics, ophthalmo- 
logy, orthopaedics, otorhinolaryngology, pathology, physi- 
cal medicine, psychological medicine, radiology, tropical 
medicine, and urology, respectively. 

Mr. R. THompson, the Parliamentary Secretary, provided 
the following figures of the numbers of visits. Information 
about the number of these visits for which payment was not 
claimed, he added, was not available. 


Visits by 


Specialty 


Consultants S.H.M.O.s 

General medicine 24.470 2,524 

- surgery 15,205 732 
Gynaecology and obstetrics 4,538 387 
Anaesthetics 169 i! 
Diseases of the chest 983 405 
Paediatrics 3,352 214 
Ophthalmology 2,506 494 
Traumatic and orthopaedic surgery 4,101 289 
Otorhinolaryngology 2,935 87 
Pathology 3,853 1,043 
Physical medicine 1.375 6 
Psychiatry 5.345 787 

2,980 Ni 


Radiology 
*Urology Nil 
*Tropical medicine 


* Some visits may have been made and classified under another heading 

Hospital Beds.-At the end of 1956 there were in England 
ina Wales 5,942 amenity pay beds compared with 6,086 in 1952, 
5,723 private pay beds (5,726), and 496,563 other beds (495,556) 

Milk Consumption.—Sales of milk in the United Kingdom for 
liquid consumption, excluding school and welfare milk, during 
1956 and 1957 were 1,292.6 million and 1,272.1 million gallons 
respectively 

Gas Poisoning Accidents.—During the year ended September 
30, 1957, the provisional figure for deaths from accidental gas 
poisoning in homes and residential institutions in England and 
Wales was 572. This figure excludes cases of suicide 





Medico-Legal 





LESS FORMALITY: EVIDENTIAL 
IMPLICATIONS 
[FROM OUR LEGAL CORRESPONDENT] 


As discussed in the January 25 issne of this Journal (p. 212), 
the Minister of Health has accepted the very strong recom- 
mendation of the Royal Commission on the Law Relating to 
Mental Illness and Mental Deficiency that so far as possible 
patients should be admitted to mental hospitals informally. 
His advisers agree with the view expressed by the Commis- 
sion that under the law as it stands mentally defective 
patients can be admitted to and receive care in mental 
deficiency hospitals and certified institutions without the use 
of the procedures laid down in the Mental Deficiency Acts, 
1913 to 1938; but they recognize that there would be no 
power of detention in relation to patients so admitted. 

One of the more important incidents of unsoundness of 
mind is that it involves disabilities in the civil law. A 
person of unsound mind cannot make valid contracts, cannot 
make a valid will, and cannot contract a valid marriage. 
There are exceptions to these rules, but the principle is that 
to contract, to make a will, or to marry, calls in each case 
for an act of conscious reason. Unsoundness of mind for 
this purpose accordingly means a lack of the reasoning 
power necessary to perform the operation in question. 
Whether it is present or not is a matter to be proved by 
evidence, One way of proving unsoundness of mind is to 
prove an order of the Court of Protection relating to the 
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ugement of the patient's property. It is the Court of 


*Xercises at first instance the jurisdiction UNFITNESS TO ATTEND COURT 


look after the affairs of those who by reason of unsound [FROM OUR LEGAL CORRESPONDENT] 


> te , h 
Protection which 


ess of mind cannot look after their own ts predecessot P 3 
“ ’ : ; ‘ son Its predecess It not infrequently happens that someone falls ill at a time 


und Administration Department, a drattemeni*s masterstroke mat wales  o to do so. It is then necessary for his 
: onl tues teeta Gn tees Gee ers to apply for the case to be adjourned. — In English 

iw no one can be tried on a criminal charge without being 

present, and there are few civil actions which can be safely 
fought in the absence of the parties. If the patient is only 


1 more known by their nitials could not nd did not 


rent of satient’s propert ' : . 
< ‘i pure a witness, he is usually a witness whose evidence is vital to 

theory st be made as a_ result of n ' ; ; P : 
hint ;' the decision of the case To grant an adjournment on the 

clas \ ) f which is to be found i . ' 
' , L . . , ground that a party or witness is ill the court will require 
{ ( C C SYO, fh eve : ~ 
: y , ; a medical certificate, and the certificate to be effective for 
s c ide in the cases amon othe of 

. the purpose for which it is required must state not only that 


let red 5 nsound mind or sent to or placed 1 ] 
a saeabse- a aren the patient is ill, but that he is unfit to attend court and 


s go Pane Defi “y . ae vy _— < hy. If there is a doubt about the bona fides of the applica 
! cienc C ec c tion for the adjournment the court can and occasionally 
7 - M : he Men . Trea i ag pee _ does require the certifying doctor to attend for cross- 
7 : w ~ examination before granting the application. Any doctor 
, , wry am “ mS qQuesuen of ¢ pace isked for such a certificate should therefore be sure he 
4 : hy “ue Ral gore setsaeP% udes in it the information the court will need Some- 
ec . ' . ~— oT ms ; ’ a per times he may not be told why the certificate is wanted and 
: . : . ” e is not he hardly to be blamed if the court finds fault 
Mental Deficiency Act procedures dical evidence will be h it 
Se ca Hn pos wae ae emitted he requirements of such certificates are illustrated by what 
a ee eee ; ppened when Mr. George Dawson did not appear in court 
it the resumed hearing of his public examination at Kingston 


DIMINISHED RESPONSIBILITY DEFENCE his bankruptcy on January 14, 1958." A medical certificate 


From R LEGAL. CORRESPONDENT] o the Official Receiver in these terms 
On J Albert James Matheson, aged $1, was found ce waend g thane pty = ag aytecer made ony “aia 
the capital murder of Gordon Lockhart, aged 1 : iil ath tt etecianea 
\ ; ited body was found in a sump und the The Official Receiver observed that presumably Mr. Daw- 
x f the ha Newcastle where Matheson w son had not told his doctor that he was under order of the 
dasa! d i Matheson, wl was a scxua court ft ittend Ihe Registrar commented that, as the 
perve hac ne innatural association with the b« certificate did not say that Mr. Dawson was unfit to attend 
He told the t he had taken £35 1 registered court, for the purposes of the court it was absolutely 
lope y's pocket and that was w he had seless If there was to be any further application for 
killed h He w c ed with capital murder on the djournment on medical grounds it must be supported by 
at it was ¢ tte ) furtherance of theft in affidavit from the doctor giving the certificate, and the 
efence was that Matheson, although not insane it ertificate must state that Mr. Dawson was unfit to attend 
il Ss S n knew right om W I iferec 
" i such as diminish his respons 
what vad done, and that he ought therefore t DEATH FROM IMPACTED ASPIRIN TABLET 
ted of vughter, not der. The ” esti [FROM AN EXPERT IN FORENSIC MEDICINI 
j “ F lisease vat } wt nal otter th Ronald Strowge iged 10 months. was convalescing satisfac 
sPoNs A t he had done? Dr. Ian Pickering n bronchitis On the morning of January y 
i . ¥ f Durham P - rave evidence that howeve he was fretful and refused his midday soup Ir 
Mi eson. v jiagnosed as a psychopathic personalit the hope that he would rest and not be disturbed by his 
7 143. had betw 135 and 1943 been much given t ler | th ind siste his mother gave him a spoonful 
and had beer patient in a menta hone which he took well, followed by a junior” 
} p Sept ber. 1957 His mental age was less than He had swallowed these tablets whole before and 
+f ov of 10 1 was in Dr. Pickering’s view ab the tablet was not crushed up on this occasion His 
n t the tin f the ac wn ex which substantially sat him on her lap and then placed him on a table 
ed ty H dea ght and » wrap him in a shawl, when she saw his face go blue 
was verv elementar Dr. Robert Orton. consultant nd, despite efforts to make the child vomit and turning hin 
the R¢ ‘ \ toria Infirmar Newcastle Ip de down, he died in a n ighbour’s arms 1n a matter ol 


1 with Dr. Pickering’s view, and Dr. Thomas Cuthbert, 
nt psychiatrist to the Newcastle Hospitals Board Post-mortem examination revealed that the aspirin table 


f ( 1e 
; ‘ ] o ] ‘ atk 
ided tha stheson hac eeling of remoree or of havi had lodged between and below the vocal cords, effectively 
it Matheson had no feeling of re ¢ f having aoaidenn oe pai > oni see 
' c ind that the question of right r wrong hardly C } ve airway, and the cause of CGeatn Was Biven as 
r entered his mind isphyx due to obstruction of the larynx by impaction of 
In } ming-up. the judge. after dealing with the back in aspirin tablet At a subsequent inquest the corone! 
- . °> r uu =< * , ; pM ’ ‘ , 
. nd of the ise. directed the rv that. if th were ec led a verdict of death from misadventu 
> : 4 Vi & ~, 4 a as ‘ ’ «< . ~ ¥ Vit 


atisfied that Matheson was suffering from abnormality « 
the mind which substantially impaired his mental respon Comment 


the only verdict open to them wa manslaughter 
P ‘ ph xial deaths in young children as the result of in 


Sexual perversion was not an abnormality of the mind. but 
sbnormalit mora haling foreign bodies are not uncommon. Peanuts, berries, 
After an absenc 65 minutes the jury returned a verdict wheels of toys have all been mcreminates from time to tine. 

f capital murder, and the judge sentenced Matheson t Accidental poisoning due to the ingestion of tablets designed 
deatt for the parent again takes a small toll, sugar-coated iron 
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preparations being perhaps the most blameworthy. But 
death from a single tablet in therapeutic dosage must be rare. 

[There are many preparations of children’s aspirin now on 
the market, most of them containing between 75 and 200 
mg. of aspirin with flavouring and sweetening. Their dia 
meter averages about 8 mm., a size which allows impaction 
in the larynx. However, since children’s aspirins are designed 
to save the child tasting the bitter aspirin, there is no need 
for them to be swallowed whole. While the appropriate 
dosage for age is generally printed on the bottles, instruc- 
tions as to the advisability of crushing the tablets into 
i vehicle such as honey or jam in the case of children under 

vears are often omitted This advice might well be 


given 


Vital Statistics 





Week Ending February |! 


The chief variations in the trends of the notifications of 
ifectious diseases in England and Wales during the week 


ending Februar 1 were rises of 1,135 for measles, from 
9338 to 3.473. 135 for dysentery. from 829 to 964, 76 fo! 
whooping cough. from 569 to 645 ind $9 for scarlet fever 

n 821 to 880. Pneumonia notifications numbered 520, a 
fall of 27 m the previous weck’s total. The 97 influenza 
eaths we 10 fewer than in the previous week 

The largest rises in the incidence of measles were 100 in 
Leiceste e. fro 132 to 232 (Leicester C.B. 177): 86 in 
Devons 163 (Plympton St. Mary U.D. 64) 
80 in Sout pton County, from 140 to 220 (Havant and 
Waterloo U.D. 86, Portsmouth C.B. 59); 77 in Yorkshire 
North Riding, from 159 to 236 (Middlesbrough C.B. 168) 
68 in Somersetshire. from 69 to 137 (Taunton M.B, 44, Ax 
bridge R.D, 37). Only small fluctuations were recorded in 
he ca eturns I scaric fever Ihe largest rises in the 
number notifications of whooping-cough were 26 in Kent, 
from o 53. and 26 in Warwickshire, from 45 to 71, and 
the largest fall was 25 in Yorkshire West Riding. from 76 
to Sl 2 cases of diphtheria were notified, being | more 

the preceding week 

The notifications of acute poliomyelitis numbered 11 and 
were the smallest total for almost two years Ihe cases 
vere 14 few or paralytic and 1 more for non-paralytic 
cases than in the preceding week The on idministrative 
irea with 2 cases was Buckinghamshire, Newport Pagnell 
U.D 

The | ce of dysente § now over twice that at the 
end of Decembe The largest changes in the returns during 
the week were a fall of 117 in Lancashire, and rises of 75 

London and 45 in Yorkshire West Riding The chiet 
centres < nfection were Lancashire 339 (Oldham C.B. 115 
Middlest M.B. 39. Manchester C.B. 30, ¢ hadderton U.D 
21, Liverpool C.B. 20, St. Helens C.B. 20, Eccles M.B. 13 


Blackburn R.D. 13, Crompton U.D,. 11, Salford C.B. 10) 


144 (Barnsley C.B. 36, Sheffield C.B 


Yorksh West Ridin 

25, Leeds C.B. 15, Thorne R.D. 13, Saddleworth U.D. 11 

Bradford C.B, 10, Huddersfield C.B, 10), London 137 (Fins 

urvy 39. Bethnal Green 18, Islington 18, Fulham 13, Hackney 
Lewis! 11). Durham 55 (Sunderland C.B, 11), Yorkshire 

North Rid 4 Middlesbrough C.B, 35), Middlesex 27 


Ealing M.B. 12). Cambridge 24 (Cambridge M.B. 12). Ches 
t R.D. 12). Warwickshire 22 (Birmingham C.B. 16) 


Graphs of Infectious Diseases 


The phs below show the uncorrected numbers of cases 
f certain diseases notified weekly in England and Wales 
Highest and lowest figures reported in each week during 
the years 1949-57 are shown thus-----, the figures for 
1958 thus Except for the curves showing noti 


fications in 1958, the graphs were prepared at the Depart- 
nent of Medical Statistics and Epidemiology, London School 
f Hygiene and Tropical Medicine 
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: : INFECTIOUS DISEASES AND VITAL STATISTICS 
Acute Respiratory Disease in Babies S 3 
: ummary for British Isles for week ending January 25 
Since January 20 the rember of babies needing admission (No. 4) and corresponding week 1957. 
to hospital in London has risen, and between a third and Figuies of cases are for the countries shown and London administrative 
half of all admissions arranged by the Emergency Bed county. Figures of deaths and births are for the 160 great towns in 
. England and Wales (London included), London administrative county the 
Service tor cases of acute respiratory disease have been ol 1” principal towns in Scotland, the 10 principal towns in Norther Ireland 
' . and t 4 cipal to . 
children aged under 5 Most of these children have been and = 14 principal towns in Eire 
. 2 A lank space denotes disease not notifiable or no return available 
iged 3 months to 2? vears No corresponding increase The table is based on information supplied by the Registrars-Gencral of 


has been England and Wales, Scotland. N. Ireland, and Eire, the Ministry of Health 


n the need fo hospital beds by iider patients 
c eec < OS| i } ( FE c and Local Government of N. Ircland. and the Department of Health of Eire 
































1oted There are indications of a similar situation in 
Birmingham CASES 1958 1957 
The babies usually have a history of a cold for two o1 in Countries - ) a ; 
: : = ‘ ce 4 7 S 
nore days Their condition then deteriorates, often rapidly, and London € = 2 oe ¢ i= to 
a A Zz uw us al 7 
with evidence of disease in the lower respiratory tract. The “ - ”A\|2\w 
more severely ill children have been restless and cyanosed Diphtheria ! 0 0 0 " 0 5 ol 4 
some have shown intercostal recession on inspiration and “REPOS $29. 62 133 0 1 caal asl 24% ~ 
other evidence of obstructions of the respiratory tract, but 
Encephalitis, acute 2 0 0 5 ) ( 
signs of consolidation have not been prominent A few $id nansipelrcanesie . ) 
deaths have been recorded. In many cases oxygen therapy Enteric fever 
’ 4 Typhoid ? 0 0 0 0 0 ) 
has been essential, whereas antibiotics do not seem to have Paratyphoid | of of oo 7 onc o 
greatly affected the course of the illness, though they may 
Food-potsoning 127 17 9 0 165 20 46 s 
have helped to avert secondary infection. No evidence has 
been obtained suggesting a bacterial cause Infective enteritis or 
“ liarrhoea under 
in November, 1953, outbreaks resembling the present one 2 years 13 12 al 
were Observed in London, Liverpool, and Manchester,’ and cates a 3338) 39| 67| 3a, 20 9.527] eno) a! aael ee 
nother outbreak in Sunderland in 1953, fully described by 
Meningococcal 
J. B. Heycock and T. C. Noble.* seems very similar These feotine , ™ 61 2B ' ' . . x 
hors refer to the prevalence of such illness in other “ 
Opt la TN I 
ears. Efforts to show that the illness was due to influenza a at ae : 
9 other viruses were unsuccessful and the problem of aetio 
Pneumo 917 68 80 1s 7 $72 35 38 2 
ov is still unsolved Z ‘ ; 
Additional information may be obtained if outbreaks are ! wen t 1cute 
aTatytic is ‘ . ! , 
reported to medical officers of health as soon as they are Non-paralvtix ¢ " ' ‘ P 0 
ecognized 
£ c Puerperal fe 004 «32~=—«CO12 " | 41, 28 ) 
Scarlet feve 1 $3 63 10 i4| 829 47 a8 6 
: . . Tuberculosis 
Marriages and Divorces in 1956 Respirators $41 66 97. «10 636! 701 1 6 
y me Non-re Ltory $8 4 14 6 0 4 ? 
In England and Wales in 1956 there were 352,944 
irriages, giving a rate of 15.8 persons marrying pe Whooping-cough oo 8% 33 $ 16] 3.233 154 505 14) 65 
thousand population This was lower than in 1955 but 
higher than in 1953 and 1954 Ihe Eastern region had the . 
owest marriage ite with 13.4, and London and South DEATHS ss = 
eastern the highest with 17.0 persons marrying per thousand in Great Towns : = 2 ~ = . fe 4 s 
population. 120 of the men and 2,681 of the women were wiatidiziatiasz 3tisizia 
ged under 17 at marriage, and 5 men. though no women 
oe Diphtheria 0 0 0 0 0 ) 0 
were aged 90 or over at marriage; the 5 men were all cain 
widowers ; 2 of them married spinsters and 3 widows The Dysentery 0 0 0 0 0 
mmonest age for men to get married was 23 and fo Encephalitis, acute 0 0 0 
women 2 By contrast with 50 years ago, relatively more 
I eric fever 0 0 0 0 0 0 0 ) 
people marry at younger and also older ages, and the pro - 
portion of marriages in the middle years of life is lowe infective enteritis or 
liarrhoea under 
The explanation of this ts that, in addition to the present > years x 0 0 1 i 
tenden or people to marry younger than they 1 to 
dency f peopl i e Sec Reilicanan 107 1s , 0 ? € - 
do, thus reducing the numbers of marriages among middle 
iged people, widows and widowers are nowadays much more Measles 7 oF 8 8 0 ) 
kely to marry again than 50 years ago Meningococca 
, - -~- te t ” if] ia] 
Marriages dissolved by divorce in 1956 numbered 25,718 
nd by annulment 547. These figures are respectively about Pneumonia S81 98 34 #15 JS 8 4 7 
ix times and three times the comparable figures of the Poliomye wcute | 0 0 Oo ? 
930's The figure for divorces was the lowest since the 
Scarlet fever 0 0 0 0 0 0 ) 
nd f the second world war Ihe commonest age fo 
divorce to take place is 30-34 for both husbands and wives, Tuberculo 
: Respiratory on 10 ) 4 " 3 6 ? 
d 10-14 years is the commonest duration of those Non-respirato ; 0 0 ie 0 > ) 
narriages which end in divorce The existence of children 
Ww " 1 0 0 0 0 0 0 Tt 0 
tends to prevent divorce : in those marriages which ended in 
divorce, the largest imber (8.934) had no children, and the Dea -I a 61 , 32 10 18 220) 21 7 26 
next largest numbe 8.212) had only one child In 188 Deat (excluding 
ses of divorc there were 7 o more children of the tiibirths) 7,702 1107, 724 132 201 5,944 784 7I2! 156 |! 
riage LIVE BIRTHS 7,688 1139/1009 223 341] 7,982 1125 1000, 222 
Bonet af the Minteery af Health tor the Year Ended STILLBIRTHS 197; 24) 37 199! 18! 21 
December 31, 1953, Part 2, p. 45. H.M.S.O., 1954 
Heycock, J. B., and Noble, T. C., Brit, med. J., 1956, 1, 438 > as Gat nedtebte ie Scoviuad, whence ecluras are apgrenia 
Revistr ener tatist teview o land / r les primary and influcnzal pneumonia 
Registrar-General Statistical Review of England and Wa , cs pacmeenat ¢ “on 


the Year 1956, Part 2, Tables, Civil, 1958. H.M.S.O., 7s. 6d 
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Medical News 





Honorary F.R.C.S.—The council of the Royal College of 
Surgeons of England announces that the honorary fellow- 
ship of the College has been conferred on the following 
WaRREN H. COLE, pro 
surger n the University of Illinois: Professor 


dist lished surge Protesso 
fessc 
CLARENCE CRAFOORD, professor of thoracic surgery in the 
Professor I L.-P de G. 
d’ALLAINES, clinical professor of surgery in the University 
of Paris and chief of the American Hospital and the 
Hépital Broussais in Paris; Professor C. F. W. ILLING 
WORTH, Regius professor of surgery in the University of 
Glasgow and surgeon-in-charge of the Western Infirmary, 
Glasgow : Dr. CHarLes W. Mayo, a member of the staff of 


Universit ot Stockholm 





the Mayo Clinic and professor of surgery at the Mayo 
Fe rT Minnesota ind Professor HERBERT OLIV! 
CRONA. protess¢ of neurosurgery at the Roval Caroline 
Medic St y i Inst ! Stock hc 
Bodies for Dissection.— Ihe table below ves details of 
he n requirement nd supplies in 1955-6 and 
Si di issect in Britair Medical schools 
t c Ca dge, Ne castle 
G | ) . e supply of bod 
| { | h { ¢ 1946—-S6) ¢ 
220 c nd Sc ! I been belk 
the 1( | 28 d 112 respects | Last year 
1956-7) queste 5 CX d 70 of the Londor 
SI + | tI ¢ + Dt ol y 1S ol the 
“x pi \ W lor he eq St 
t | ( t d ils of tl 
H.M l ect \ \ Anaton 
Ot M H Savile R« London, W.1 
{ \ R 
I I (B e 
$4 136) ) 174 
B 65 f 
RB 48 8 14 
Cambridge 54 40 ) 3 11 
{ 5) 34 16) 
“ Ma € f +7 (16) 
Newcastle 31 4 ¢ 20 ? 
Oxford . (1s i 6) 
‘ 
Glasgow 45 27 (¢ 
inbure 419 40 4% ( 
S A 
St. A ew i0 10 T 0 
) Ic 12 ) 10 (1 
T for Great B i ( ¢ 4 ¢ (323) 


Clean Air Act.—-B in Orde S.1. No. 167) published 


n Februar 6 tl MINISTER OF HOUSING AND LOCAI 
GOVERNMENT has named June | as the second “ appointed 
day for the Clean Air Act, 195¢ On that day all the 
emaining provisions of the Act wil! come into force Lhe 
main practical effect of the Order will be that from June 1 
t will be an offence, subject to fines of up to £100, to emit 
dark smoke himneys Ihe ban will apply to fac 


tories, shops and offices, the funnels of ships and railway 
engines, and chimneys of houses, though these last rarely 
produce dark smoke Ihe Act allows certain defences in 
the event of proceedings—for example, if it can be proved 
that the dark smoke was solely due to lighting up a turnace 


trom cold or to mechanical failure. 


Liberal Medical Committee—The Liberal Party has set 
up a medical and public health committee, under the chair- 
manship of Colonel G. F. Taytor, I.M.S., retired, formerly 
principal of the King Edward Medical College, Lahore 
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[he committee is to advise the Liberal Party on such 
matters as radiation, smog, air pollution, water pollution, 
ind all matters affecting public health and the practice of 
medicine. The other members of the committee are Lord 
AMULREE, Dr. ARNOLD BrNpDeER, Ph.D., Professor ALEx- 
ANDER Happow, and Lord Stamp. Communications should 
be addressed to the committee’s joint secretaries (Mrs. 
Geoffrey Taylor and Mr. B. V. Watkin) at 58, Victoria 
Street, London, S.'W.1. 


M.R.C.P.Ed.—At a quarterly meeting of the Royal 
College of Physicians of Edinburgh on February 4 the 
following were elected members: 


M. M. El-Nahas, W. Horovitz, S. N. Basu, S. Nadarajah, G 
Kuppuswamy, R. N. Dutta, F. E, Abdel-Gadir, C. P. Lowther. 
J. N. Wattie, A. M. I. Wasfi, W. J. Gomes, G. R. Sparrow, 
M W. Partington, I. Hyde, H. Coll, M. N. Khan, R. A 
Papworth, R. Pararajasegaram, J. F. Moodie, N. J. W. Royston, 
S.C. Hu, A. L. Hilton, S. P. Ram, G. B. Jain, K. Gupta, B. W 
Cromie, B. K. Ahuja, and R. A. Harkness. 


rype Cultures.—The catalogue of micro-organisms main 
tained at the National Co!lection of Type Cultures has been 
evised and issued as Medical Rescarch Council Memoran- 
um No. 35 (H.M.S.O., price 2s. 6d. net). The National 
Collection, which contains organisms of interest mainly 
to medical and veterinary workers, is maintained by the 
Medical Research Council at the Central Public Health 
Laboratory, Colindale Avenue, London, N.W.9. The M.R.C. 
emorandum gives details of the conditions of supply of 
dried cultures, the catalogue of available species (with a 


‘ 1 


ndividual strains for special tests), and the 


+ ‘ aa le aT 
nes and addresses of other specialized collections of 


nicro-organisms in Britain 


British Council Courses.—Among the courses this year for 

yverseas specialists arranged by the British Council in con 

tion with other organizations are three medical ones, all 

I d * Anaesthesia,” February 23—March 7, fee £40; 

Industrial Diseases,” April 13-26. fee £45 : and *“ Rehabili- 

tion of the Unfit,’ November 2-15, fee £45. The fee for 
1 


ch course includes the cost of board and lodging and ex 


cursions during the course. Further information may be 
ybtained from the local representative of the British Council, 
f abroad rr. for those in the United Kingdom, from the 
direct f the courses department, British Council, 65, 


Davies Street, London, W.1 


Merseyside Medical Art Society.—The Merseyside Medi 
cal Art Society was founded during 1957 The president is 
Professor B. G. MaeGrattH, School of Tropical Medicine, 
Liverpool Membership of the society is open to any 
nedically qualified person resident on or near Mersey- 
side It is intended to hold an inaugural dinner in 
Liverpool on April 2, which wjll be followed by an exhibi- 
tion of works of art In any medium by rnembers of the 
society This exhibition wili be open to the general public 
Those interested should apply to the secretary of the society 
Dr. D. B. MOSSMAN, Warrington General Hospital, Warring 
ton, Lancashire, for further information, 


Sputum Disposal.—the Jo Tuberculosis Council has 
orinted as a pamphlet its public health committee's report on 
Collection and Sterilization of Tuberculous Sputum in 
Hospital and at Home.” Copies may be obtained, free of 
charge, from the council’s hon. secretary, Dr. R. L. MIDGLEY 
Hawkmoor Chest Hospital, Bovey Tracey, Devon, 


London University.—D: Mary BARBER has_ been 
ippointed to the University readership in clinical bacteri 
olog\ tenable at the Postgraduate Medical School ol 
London 


COMING EVENTS 
Institute of Dermatology.—Semi-permanent exhibition on 
‘Drug Eruptions “ until February 28 
Members’ Lecture and Party.—Dr. Cnuartes NEWMAN 
will give an “ unofficial FitzPatrick lecture” at the Royal 
College of Physicians of London on February 28 to a 
meeting restricted to members of the College and their 
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es Immediately afterwards there will be a sherry party, 
which tickets (10s. each) may be obtained from the 


the College The last date for 


ipplications for 


‘ 
ckets is February | 


Fourth James Yearsley Lecture.—\I FRANCIS 
McGuckIN will lecture at 5.15 p.m. on March 7 at the 
Royal Society of Medicine o Recent Developments in 
ivmpanoplastic Surgery.’ 


Child and Family Psychiatry..-A refresher course at the 
Ipswich and East Suffolk Hospital, March 24-28 Details 
from the Departme of Child and Family Psychiatry 


Fore Street Suffolk 


Ipsw ch 


Society of Chemical Industry.— ference on funda 
nenta Spects the dehvdrat ‘ oodstulfs, Marcl 
25-27 n A berdec Details fro the society 14 


London 
on 


Council for 


Belgrave S.W.1 


British 


Square 
Rehabilitation.—Three-day cou 


ind conference mn conjunction with the University of 
Aberdeen) o1 Rehabilitation Its Industrial and Social 
Implications March 25-27, in Aberdeen Details fron 


South Square 


Tavistock 
Radiation Hazards. 
| M Leve Rad tion 


Medical Sciences, March 27-29, in Lausanne. Details fron 


SYMpos 


the aden S$ secre 


April nd 2. at the Bever 
_ fot ls trom t 


Institute of Biology. 
Senate House, Lond 
te, I d 
Eighth Middle East Medical Assembly. At th i 
University of Be t, Lebanon, March 9-1] Details fro 
Dr. HRaNtT T. CHAGLASSIAN at th 


S.W.7 


$1, Queen's G 


Prevention of Occupational Accidents.—Second World 
Congress, May 19-24 Brussels Details from the cor 
! iriat, 29, Avenue And Drouart, Brussels 


SOCIETIES AND LECTURES 
i ae os = , - = ked @ 


‘ tor r 
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Wes LON N ME -CHIRURGICAL SOCIETY Ac Star and Garter Hote 
Putney Bridge, W 3) for 8 p.m Dr. R. D. Teare Role { th 
Path st in the Investigation of Crime 

YORKSHIRE Soctet i ANAESTHETISTS At Leeds General Infirmar 
8 p.m., symposium: Dr. R. F. Woolmer: Measurement in Anaesthesia 
Mr D. H Some Enginecring Aspects Anaesthetic Research Dr 
J. F. Nunn: Cart Dioxide Retention During Anaesthesia 


Thursday, February 20 


rT INST rt F RADI GY 8 p.m Dr. G. M Ardran and D 
i H. Kemp Rad gical Investigat f Infant Feeding 

Br H POSTGRADUATE MEDICAaI FEDERATION At London Sch 
Hygic d Tropical Medicine, 5.30 p.m., Professor P. I Kroh 


Aecing in the Reproductive System 
SPITAL Mepicat Socrery 8.45 p.m., Sir W. Paul Ma 


Psych Aspects of the Health Service 

HYPNOTHERAPY Gr rp At Royal Society of Medic S p.m., disc 
Epilepsy I t pened by Dr. Denis Williams, Dr. D. F. O'Ne 1 
D> R. f K« 

I ER Mr INSTITUTION At Clatterbridge Genera Hospita 
B ton, 2.30 p.m., after ) clinical demonstration 

LONDON JewtsH HOSPITAL MEDICA SOCIETY At Medical Society t 
l d 8.30 p.m Mr 4. Dickson Wright Painful Arm Also short 


At Staff House 
rminal Apnoca 


MANCHESTER Mepicat Society: SECTION OF ANAFSTHETICS 
Manchester University, 8 p.m., Dr. H. J. Brennan Te 








Norru-east LONDON CLINICAL Soctet At Prince Wales’s Genera 
Hospit Tottenh N 2.30 p.n meeting 
R S ery PF TROF MEDICINE AND HYGIENE 30 p.m., Professor 
" Ss v t Malin itrithor and Path xenecsis vt Zymot 4 Disc ases 
Ss Georoe's Hosprrat Mepicat Scnoot 5S pm Dr. M. A. Partridge 
t graduat lem Strat ’ psychiatry 
Unversity € E¢ LONDON: DEPARTMENT OF BIOCHEMISTRY Ar Phys 
I t Gower Street, W.C., 5 p.n pub cture by Dr. F. H. ¢ 
< k: N Acids—{2) ¥ t 
Friday, February 21 
. IN rE F RA eeting of medical members 
r " papers R t Rritist Gamma-ray Beam Unit 
Sr k As G. S. 1 s, BS A Inst.P.. R. G. W d 
M.S F.inst.P Db J R ( Ph.D and J. C. Jom B.A 
Al P 
I R I Ra SIS SECTION MEETING Ac R : 
2 Sure f England, 4.45 p Dr. G. Anse Rad gica 
I $ P ts Tre 1 with ¢ t e and A.C.T.H 
e's © OF DERM ) Dr. R. M. B. MacKenna ’ 
| e Dist ' um Cue Dr. F. H. Scadd 4 
I I xp O 41) 3.30 pm al dis 
M Ww ace Black: ¢€ Ulcers h 
M la Ph x i oe... 3. Ve be € hiow: Rad 
I poral B 
kK ND CANTERBUR Hosf 8 ’ recting 
KIN ¢ For H PITA Mi 4 Son iwy 6th Dor 4 Plat 
M i Pr s R. McW Rece Ad s B s 
( - 
P R ‘Te M 4 Scu F LONDON ya M I. H 
( F I 1 c ip D \ G. MacGree 
I H tos 
R TION y | Profe Alexand Haddow Canc R 
I H 1 Prospect 
R M S ET t NBURGH s P . E J. Wa 
D 2 I i € { Thyrotoxic 
Roy M CHIRUR 4 Ss ET re Gta Ac R I ty f 
1 Surgeons of G vw, 8.30 ft P John Bruce 
Sure Card pha Junct 
Saturday, February 22 
4 TION c NICA B 1EMIST S HERN REGION Ar K 
( ge H Medica! S$ 2 ¢ entific pat id 
e f O AR Y NE ‘ S ET) At Bradford 


IRTHS 
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SS 
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y f ) I j Ss Da iM 
DEATHS 
Adams I Ww H Wott i 
G G B D Ad M.D DP.H red 
Ashwin ( . nm W lyv H Mark 
Ww t York Richard Ha t Ashw M.D., aged 83 
Brown ( } 1958 n t t Edint > W m Br 
»BEI MB F_R.C.P.Ed I J K Roxbureg r 
Cunningham. ) J 58 R iw Cuninel ’ MB 
Rr r n St I ane 
Fscombe j y 29 1958 t Fleanor S G ' 
\ i M.R.C.S L.R.C.P | 
Hignett J ; ; at Hi Sussex I Ww H 
MB M.. D.P.H S Cott , 1s s seed 
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i How MR 1 RCP DP.H 1 at 
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Marron 0 Jar { SR t ( t Ch » R i D 
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no proof of this. Haemoptysis is a common accompaniment 
Any Questions ? of haemosiderosis, and may be repeated and severe. The 
ultimate prognosis is that of the underlying mitral valve 
disease, but quite severe anaemia may result from repeated 
haemoptysis and may cause anxiety. In general, the pres- 
We publish below a selection of those questions and ence of radiologically detectable haemosiderosis indicates 
answers which seem of general interest. It is regretted severe disease of the mitral valve. 
that it is not possible to supply answers to all questions 


submitted 


Chioroquin in Rheumatoid Arthritis 


Q.--Is chloroquin of value in rheumatoid arthritis If 
so, what is believed to be its mode of action 

4.-It has been reported from a number ol centres 
throughout the world that chloroquin is of value in the 


treatment of rheumatoid arthritis. Originally this substance 


was tried because it was found to be helpful in cases of 


chronic discoid lupus, and it was thought that it might 
benefit cases with more widely disseminated collagen 
abnormality No strictly controlled trials have yet been 


reported, but a number of papers claiming good results were 
read at a recent congress of the International League against 
Rheumatism held in Toronto 


Prophylactic Chemotherapy after Acute Nephritis 


are the indications for prophylactic chemo 


Q.—What 


therapy after an attack of acute nephritis 


should it be 


If advised, how 


given 


A. if the nephritis is associated with haemolytic Strepto 
coccal infection, as evidenced by a high antistreptolysin 
O titre, it is more likely to be acute glomerulonephritis 


than the rarer possibility of pyelonephritis, systemic lupus 
erythematosus, Henoch’s purpura, polyarteritis nodosa 
Recurrences are less common than in rheumatic fever, but 
can be prevented in the same way This was suggested 
originally by Longrope in 1942, using sulphonamide 
Rammelkamp' has recently shown that penicillin prophy 
laxis more than halves the nephritis attack rate during 
epidemics of nephritogenic streptococcal infection 
Prophylaxis should consist of penicillin 200,000 
twice daily by mouth and should be continued at least until 
the child has left school. Protection should be started at 
any time and particularly if the child in a crowded 
environment where f8-haemolytic streptococcal infection 
may common, No part of the world immune 
from group A 8-haemolytic streptococci, but 
leading an open-air life probably 


for cross-intection 


or 


units 


Is 


become 1s 
isolated com 


munities have little 


opportunity 
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Pulmonary Haemosiderosis in Mitral Stenosis 


QQ. What proportion of cases of mitral stenosis develoy 
pulmonary 

P . , ’ , wd ho j ect proenosis 
fo this complication, and how does u affect progne 


haemosiderosis What tvpe of case is specially 


able 


A. 


gist 1s 


Pulmonary haemosiderosis detectable by the patholo 
in severe mitral stenosis, but radiologically 
evident haemosiderosis in only 10 to 20 such 
cases. Radiological recognition denends on the number and 
distribution of the foci of haemosiderosis, the nodular lung 
Shadow being formed by several each 
of which would be invisible The 
occurs when the left atrial pressure is considerably elevated 
the pulmonary, 


common 


occurs ol 


och, 


condition 


coalescence otf 


individually 


causing pulmonary venous hypertension 


arterial pressure and arteriolar resistance are not necessarily 


greatly increased 
A raised left atrial pressure is not the only factor con 
cerned in producing haemosiderosis sufficient to be diag 


with considerable 


A rapid increase in 


radiologically, for many patients 


left atrial hypertension do not show it 


nosed 


pulmonary venous pressure may be implicated, but there ts 
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Work at High Altitudes 
Q.—Is it possible for a man to live and work for long 
periods at a height of 15,000 ft. (4.6 km.)? The work 
in question would be manning medium-sized earth-moving 
equipment 


4.--The answer is yes. There are many places in the 
world, more particularly in the Andes and Himalayas, 
where people live and work permanently at altitudes 


between 13,000 and 15,000 ft. (3.9 and 4.6 km.). The highest 
known permanently occupied settlement is a mining camp 
on Aucanquileha, in Peru, situated at 17,500 ft. (5.3 km.), 
which was visited by the International Physiological Expedi- 
tion to the Andes of 1935. The questioner is referred to 
Professor D. B. Dill’s book Hear, Life and Altitude,’ which 
describes the remarkable degree of acclimatization shown 
by the miners living there. 
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Sonne Dysentery Carriers 
Q.—What is the usual duration of the carrier state after 


in attack of Sonne dysentery Two brothers, aged 8 and 
10 vears, have been passing Shigella sonnei in the stools fo 
eighteen months. They have had a prolonged spell in an 
solation hospital, and from time to time have been treated 
ntensively with sulphonamides and various antibiotics 
neluding chloramphenicol, streptomycin, and polymyxin 
The of voghurt to the diet has also been tried 
hut all measures have failed to alter the carrier state. What 
s the prognosis of this condition, and what further treat 


addition 


ment is suecested 


4.-—It is most unusual for this carrier state to persist for 
so long: the great majority of patients finally their 
bacilli within a period varying from a few weeks to at most 
a few months, Is the identity of the organism still found 
in these patients established beyond doubt ? 
Treatment could have failed owing to inadequate dosage 
insufficient duration, or because reinfection has occurred 


lose 


ol 

from family contacts: the terms of the question do not 
make it clear whether any of these factors could have 
operated. The most useful drugs for this purpose are the 
antibiotics with a bactericidal action on Gram-negative 
bacilli, of which there are three. These. with the usual 
total daily oral dose (which should be divided into three 
spaced individual doses), are polymyxin B, 20 mg. per kg 


body weight, neomycin 50 mg./kg., and streptomycin up to 
100 mg./kg. Treatment should be continued for 10 days 
A combination of two of these drugs might be tried 


Treatment should be in hospital, not because it involves any 





risk, but to ensure regular administration. Since strepto 
mycin has already been used, and bacterial resistance to it 





is easily acquired, the strain of dysentery bacillus from each 


hoy should be tested for sensitivity to it before it is given 
again. It would be useful to verify sensitivity to the other 
two antibiotics, but resistance to either of these is rare 


Hard Water and the Skin 


Why does hard 


water roughen the si 


Q. 


A4.—-Several factors may operate in causing roughening 
ol skin exposed to hard water The hardness of water ts 
commonly due to dissolved carbonates of calcium and to 
magnesium sulphate Calctum carbonates combine with 





$14. Fes. 15, 1958 
insoluble calcium stearate, which 
is the major constituent of the scum formed under these 
conditions. Calcium stearate is not only insolubie out has 
a very high adhesive power for skin ; indeed, it is sometimes 
used as a component of barrier creams. It is deposited and 
tends to remain on the skin 

In addition to forming calcium stearate from soap, similat 
the combination of calcium 

and these will be deposited 


fatty acids in soap to torm 


ympounds may be formed by 
acids of the sebun 

contact with the keratin layer and the orifice 

ollicles [he film of calcium stearate is res 

the ugh feeling of the skin The calcium 

removed by further applicatior 
irn involves excessive defatting of the 

the roughness 


er areas more ilka 


of soap and 


remains It is also 
line soaps may be 
‘ 


to combat the hardness of the wate! 


ng easier 


Prevention of Short-sightedness 


Sensitization to Gamma Globulin 


NOTES AND COMMENTS 


Inoculation Campaigns and Viral Hepatitis. 
p ' W liffid 


ANY QUESTIONS ? 


BRITISH 
MEDICAL JOURNAL 


be drawn up the needle to contaminate the syringe nozzle. J 
understood that this paper also proved that such contamination 
could be adequately dealt with by immersing the syringe, with 
the used needle in situ, as far as the nozzle in water at 100° C, 
for 10 seconds. I have used this method myself subsequently 
when time did not allow a fresh syringe and needle to be boiled 
up for each injection. I feel sure that further discussion of this 
subject would be of considerable general interest at the present 
time 
REFERENCE 
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R. A. HOLMAN 
I would like to make one or two points follow- 
(* Any Questions January 4, 
experiments using oral H,O, as a 
adequate controls were maintained 
throughout. In all the 40 control animals the tumours progres- 
sively increased in size to some 80 mm. maximum diameter, and 
inimals either died or were killed to prevent further suffering 
nechanism of the action of H.O, on malignant cells has 
fully discussed.?* On the question of the toxicity of intra- 
us H.O, it is only fair to point out that Motawei*‘ used 
imounts considerably in excess of 20 ml. once or twice daily. | 
his paper : . in fact 250 ml. diluted H,O, were 
intravenously by the drip method without any ill effect 
h marked after the first With 
ily injection the improvement appeared after the 
In a later paper’ he 
H.O used , 250 mi 
oO H 
H.O 
m be 


Hydrogen Peroxide and Cancer Therapy.—Dr 
(Cardiff) writes : 
ing the 
p 56) 


note on this subjec 
With regard to my 
carcinolytic 


agent in rats‘ 


m 


improvement injection 
quotes the actual 
diluted HO» equiva- 
emphasizes the fact well known 
he commercial product contains 
iccording to the one used 
ing H.O, intravenously in dogs produced 


concen- 


LOXIC 


difficult to understand why the 
Holman were not referred to in 
Green and Westrop* have recently 
10 rats implanted with the Walker 
d with the Sheffield Rd/3 sarcoma. 
rved as controls in each group. 

t was completely ineffective 

iny details of the patients 
injections of hydrogen per- 

given without ill effect does 
confirmed by research workers in 
iware that the commercial product 


179, 1033 
um of Medi 


Trieste, 19 


ma New 
Malignancy and 


Chemotherapeute 
Tuberculosis, 


Men 


Collected Articles from the “ British Medical Journal 


following books are available through booksellers or 
ing Manager, B.M.A. Hous Prices, which 
now the same for both inland and overseas 


n General Practice (26s. 9d.) 


- 4 
yurse for General Practitioner Volumes 2 and 4 


General Practice (22s. 3d.). 


2 nd oe he 


t with res it litor t s should be addressed 
DITOR. Berrtse Mepicart Journat, B.M.A. Houser, Tavistock 
. ‘ V ‘ EUSTON 449 TeLPGRAMS 
Westcent, Lor ORIGINAL ARTICLES AND LETTERS 

lerst it be ffered to the British 

trary | tates 
mmur a the Pub shing 
M BM iV Squa V ipt of proofs 


Aut v OU t i print required, as 


IVER TISEME? Advertiscment Director, 
tM A H t i ndor W.C.l @ rs 9 a.m. 
! TeLernor . : TELEGRAM Britmedads, 
SUBSCRIPTIONS st ! q t to the 


it SECRETARY of 
TELEPHONE EUSTON 4499 TELEGRAMS 


Medisecra 


gh Gardens, Edinburgh 











